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ACTION: Final rule.

SUMMARY: The Food and Drug Administration (FDA) is i‘ssukin'ga final rule in
the form of a final monograph establishing conditions under which *over;{he‘- ‘
Counter (OTC) skin protectant drug products are generally recognized as safe
and effectlve and not mlsbranded as part of the ongomg rev1ew of OTC drug
products conducted by FDA. The fmal monograph 1ncludes OTC skin
protectant drug products for minor cuts, scrapes burns chapped skm and hps o
poison ivy, poison oak, poison sumac, and insect bltes FDA is 1ssu1ng thlS o
final rule after considering public comments on the agency’s proposed
regulation, which was issued in the form of a tentative final monograph, and
all new data and information on skin protectant drug products for these
specific uses that have come to the agency’s attention. This final rule amends
the regulation that lists nonmonograph active ingredients by ad'ding'tnos'e' OTC
~skin protectant ingredients that have been found to be not gene'fany recognized
as safe and effective. This final rule also lifts the stay of 21 CFR part 352

(published at 66 FR 67485, December 31 2001) to amend the flnal monograph
cd9580 ‘ ; :
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for OTC sunscreen drug products to 'include sunscreen-skin pi‘Otectant
combination drug products, and then stays §347.20(d) (21 CFR 347.20((1)) and

part 352 until further notice in the Federal Regiéter;

DATES: Effective Date: This rule is effective [insert date 12 months after date
of publication in the Federal Regis’ter].

Compliance Dates: The compliance date for produ(’:‘ts'su‘bjec"t to parts 310
and 347 (21 CFR parts 310 and 347) with annual sales less than $25,000 is
[insert date 24 months after date of publication in the Federal Register]. The
compliance date for all other products subject to parts 310 and 347 is [insert
date 12 months after date of publication in the Federal Register]. The
compliance date for combination products containing skin protectant an}d’ |
sunscreen active ingredients in § 347.20(d) and for all prodﬁcts subject to part
352 is stayed until further notice. | -

C’omment Date: Submit written or electro,nig,G(‘)mmﬁntsbgn Speciﬁc

labeling items discussed in section X of the SUPPLEMENTARY INFORMATION

section of this document by [insert date 90 days after date of publication in =~

the Federal Register].

ADDRESSES: Submit written comments to the Dockets Management Branch
(HFA-305), Food and Drug Administration, 5630 Fishers Lane, rm. 1061,
Rockville, MD 20852. Submit electronic comments to http://www.fda.gov/ '
dockets/ecomments. | | |

FOR FURTHER INFORMATION CONTACT: Ger}ald M Rachanow, Center;for Drug
Evaluation and Research (HFD-560), Food and Drug Administration, 5600
Fishers Lane, Rockville, MD 20857, 301-827-2222.

SUPPLEMENTARY INFORMATION:



I. Background

In the Federal Register of August 4, 1978 (43 FR 34628), FDA published
an advance notice of proposed rulemaking to establ‘ish a rynono‘graph for OTC
skin protectant drug products, together with the recommendatlons of the
Advisory Review Panel on OTC Topical Analgesm An’urheumatlc Otic, Burn,
and Sunburn Prevention and Treatment Drug Products (the Panel), which was
the advisory review panel responsible for evaluating data on the active
ingredients in this drug class (§ 330.10(a)(6) (21 CFR 330. 10(a)(6)))

In the Federal Register of F ebruary 15, 1983 (48 FR 6820), FDA pubhshed
the proposed regulation for O,T,C_slg‘njprotectant drug products in the fqrm of

a tentative final monograph (TFM). In the Fedel,“i;ll,!Regi‘stef hf‘O‘ci’tober 3, 1989

(54 FR 40808), the agency published a document to amend the TFM to include

OTC drug products for poison ivy, oak, and sumac and for the treatment and/
or neutralization of insect bites. This final rule completes the TFMs published
on February 15, 1.9\8"3, and October 3, 1989, amends the final mgnograph for
OTC skin protectant drug produCts used as astringents in part 347 published
on October 21, 1993 (58 FR 54458), and 1ncorporates the name change (“witch
hazel”) published in the Federal Reglster of June 3, 1994 (59 FR 287 67)

In the Federal Register of May 10, 1993 (58 FR 27636), the agency 1ssued
a final rule establishing that certain active ingredients, including some skin
protectant active ingredients, in OTC drug products are not generally

recognized as safe and effective or are m_iSbVIQ,ndeda These skin protectant

ingredients ere listed in § 310.545(5)(18). This final krule,edds;s‘everal
ingredients to that section. =~
On or after 12 months after date of publication in the Federal Register,

and 24 months after date of publication in the Federal Register, for products
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with annual sales less than $25,000, except Combinatioﬁ“pfb’dﬁcts ccntaining
skin protectant and sunscreen active mgredlents and for combmatlon products
containing skm protectant and sunscreen active mgredlents no OTC drug
_product that is subject to this final rule and that contams,;ahnonmpnpgraph
condition may be initially introduced or initially delivered for introduction
into interstate commerce unless it is the subject of an approved new drug
application or abbreviated new drug application. Further, any OTC drug
product subject to this final rule that is repackaged or relabeled after the
effective dates of the final rule must be in compliance with the mohographé
regardless of the date the product was initially introduced or initially delivered
for introduction into interstate commerce. Manufacturers are encvottraged to

comply voluntarily as soon as possible.

All “OTC Volumes” cited throughout this dpcument,refer_tq,,i_nform?iti@ll,, o

on public display in the Dockets Management Branch (see ADDRESSES).
II. The Agency’s Conclusions on the Comments

(Comment 1) One comment stated its continuing position that OTC drtig
monographs are interpretive, as opposed to substantive, regulations.

The agency addressed this issue and reaffirms its conclusions stated in

paragraphs 85 through 91 of the preamble to the procedures for classification

of OTC drug products (37 FR 9464 at 9471 to 9472, May 11, 1972); in paragraph | A
3 of the preamble to the TFM for OTC antacid drug products (38 FR 31260, |
November 12, 1973); and in paragraph 1 of section I of the prea‘iﬁble tothe
TFM in the present proceeding (48 FR 6820 at 6821). | | |

(Comment 2} One comment requested that the definition of “skin
protectant” be reworded to add a prlmary effect of skln protectants i.e.,

temporary relief of the effects of harmful or annoylng stlmuh and to mclude
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the word “‘product”. The agency agrees and is revising the definition of “skin

protectant” in § 347.3(d).

(Comment 3) Four comments oppo’ée’d the agency’s “éxciﬁsivity pol\icy‘,”
which limits the indications used in OTC drug pfbduCt laEeling to the “specific
words and phrases” approved by FDA in a final OTC drug monograph.

After these comments were submitted, the agency published a final rule
in the Federal Register of May 1, 1986 (51 FR 16258) ’ch’a’ngingits labeling
policy (§ 330.1(c)(2) (\21 CFR 330,1((:;)’(2)))‘ for s‘tatikng the‘indictatiortls for ilsé of
OTC drug products. That p(dlicy‘ was revised and discussed in the Federal
Register of March 17, 1999 (64 FR 13254 at 132’70 to 13271, and 13294). The
final rule in this document is subject to that new labeling policy.

(Comment 4) Three comments disagreed with the agency’s position of
prohibiting cosmetic C]akims‘ from appearing in any portioh of the la‘beli’ng‘ that
is required by an OTC drug monograph and the agency’s view that this type
of labeling could be misleading (see 48 FR 6820 at ,68_23). Oné’éoﬁlment ﬁbted ”
its support for the distinction made by the agency bétween "‘drt;g” and
“cosmetic” claims for the same ingredient. Two Comments cited current agency
regulations in § 701.3(d) (21 CFR 701.3(d)) regarding the combined label
declarations of active drug ingredients and cosmetic ingrediénté and requeéted
that cosmetic indications be allowed to ‘be,_st‘atedin amannerthat is not false

or misleading, without regard to their position on the label.

The agency has revised its labeling requirements for OTC drug products

by adding § 201.66 (21 CFR 201.66) and amending § 701.3(d) since stating its
position on drug-cosmetic labeling in the TFM. Section 701.3(d) now requires
separate listing of the active drug ingredients and the cosmetic ingredients

where a cosmetic product is also an OTC drug product. FDA “d‘o’es no‘t review
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and approve cosmetic terminology in OTC drug mOﬁ,Ogra'phs. Under the new
OTC drug product ,lab»féling format in §201.66, the “Drug FactS” area of a
product’s labeling only contains the ihdication(s) for the drug part of the
product. Thus, manufacturers are not allowed to commingle drtig and cosmetic
claims within this specific area of the labeling. However, there are no specific
restrictions on commingled information outside of the “Drug Facts” area of

a product’s labeling. The agéncy’é position is that if cqmmingled drug and
cosmetic labeling information is confusing or misleading‘,y the product’s
labeling may be misleading within the meaning of the Federal Food, Drug, and
Cosmetic Act (the act) and the product misbranded under sections 502(a) or
602(a) of the act (21 U.S.C. 352(a) or 362(a)). The égency wi]lk; review the
labeling of affected products on a case-by-case basis. | |

(Comment 5) Several comments suggeéted that limitihg thé Statement of
identity to one term (“skin proteétant”) is too restrictive, reqﬁeSfed other
equally descriptive appropriate terms, and asked, for; distinct statements of
identity for each indication proposed in the monograph, e.g., “minor cut
protectant.”

The agency does not find it necessary to have distin'ct ’sta\‘tements of |
identity for each use of a skin protectant drug priod‘uﬂqt'.’ ‘The statement of
identity is intended to provide information on the “general phaimacological
~ category(ies) of the drug or the principal intended action(s) of the drug” (sce
§201.61(b) (21 CFR 201.61(b))). This position is con,sistentﬂwi‘th‘the. statement
of identity proposed by the agency as “external analgesic” ‘for‘éll drug products
that provide relief of pain and itching caused by a number of conditions (48

FR 5852 at 5868, February 8, 1983) and'as' ‘f‘anal:gesic (pain ieliei(gr)” foi’ all
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drug products that relieve pain due to various conditions (53 FR 46204 at =
46211, November 16, 1988). o |

The agency concurs with one comment’s suggestion of kad’d\ing the dOsage
form to the statement of identity, i.e., “skin protectant (dosage form).” The
United States Pharmacopeia (USP) lists a number of dosége forms that mightk
be used for OTC topical drug products (Ref. 1). From a"marketplace surv'ey
(Refs. 2, 3, and 4), the agency finds that the mosf widely used dosage forms
for OTC skin protectant drug products are lotions, creams, oinﬁhéhts, and gels.

The examples of dosage forms listed in the statement of identity in § 347.50(a)

of this final monograph are not all inclusive and depend on products historical ~

marketing as skin protectants.

(Comment 6) One comment questioned the agencj’s sfatement that the
term ‘“‘soothes” is é cosmetic claim in the context of skin protecfant prodku‘cts
(48 FR 6820 at 6828). | |

The agency considers claims such as “temporarily prc“)tkects"i’ and “helps
relieve” to be more informative than “soothes” in conveying to consumers that
a drug product provides therapeutic action. The term “soothes” r‘na’y‘ appear
elsewhere in the product’s labeling. | e

(Comment 7) Several comments contended that t‘hé‘indicéti'o“ns‘ proposed
were tdd restricfiize and omitted indications rﬁeycomym,end'ed by the Panel. The
comments suggested additional labeling claims. |

The agency agrees with some of the comments’ suggestions for the
indications in § 347.50(b)(2). While the agency Wi'shes to ‘e’mpha’s‘i‘ze‘,the
“protectant” function of these iﬁg’redientysy, they may alsq help V"prkoyvide Sbhie
_relief for chapped or cracked skin’a‘nd lips. Therefor'e; the agency is allowing

manufacturers to add, at their option, the words “and helps relieve” after the
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word “protects” in the indications in § 34750(b)(2)The ag“ehcy’a‘]sa agi*ees o
that the words “cold” and “windﬁ"" are'informati\fe“toconsnniers"’and possibly
easier to understand than the word ‘“windburned.” Accordlngly, the agency
has made this revision in an Optional labeling statement.

The agency considers other suggested claims to be better represented in
the agency’s proposed indications. - |

The agency is deleting “sunburn” from the indication proposed in
§ 347. 50(b](1) because the agency has reexamined the data and determined that
they do not support a ‘‘protection of sunburn” clalm for these mgredlents The

“sunburn” claim proposed i in the TFM originated from the Panel when it

recommended the use of “‘skin protectant active 1ngredlents for symptoms of
dryness:'V‘For symptoms of Chapping, peeling or/ scaling"(optional,' any or all
of the following) ‘due to minor burns, sunburn, windburn, scrapes, abrasions,
or cracked lips”’ (see 43 FR 3462‘8at 346’48) The Panel aiso recommended '
and shark liver oil be included in the monograph as actlve 1ngred1ents for
symptoms of dryness. Of these 1ngred1ents petro]atum was the only one that
the Panel dlscussed,effect1veness for sunburn (43 FR 34628 at 34639). The |
Panel stated that “‘the use of petrolatum as an eniollient 'has been well accepted |
for dry skin conditions, especially with flaking skin such as sunburn, and
chapping” (43 FR 34628 at 34639). |

The Panel; s claim was revised in the TFM to a shortened f,ﬁ‘,f‘drug”’ clai’rnk
that stated: “For the temporary protection of minor cuts, scrapes, burns, and
sunburn” (see 48 FR 6820 at 6832:)'; The agenc‘ywciid not include peeling or
scaling claims in the TFM (48 FR 6820 at 6828) The Panel’s reference to

symptoms of dryness was not 1ncluded in the TFM because the agency
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considers the use of skin protectants for dryness to be a cosmetic claim. The
agency has now determined that it should not have included the “sunburn”
claim in the TFM because the only context in which the Panel discussed it
was cosmetic in nature. L e

The agency is also Concemed that skin protectants may 1nappropr1ately |
be used for “sunburn” because the data indicate that it is not desirable to apply
a skin protectant to sunburn that has just occurred. As the Panel noted, when
petrolatum is applied to sunburn, evaporation is curtailed (43 FR3462 8at
34639). The agency is Concerned;that app‘lication of skin pro‘tebtants,y such as’
petrolatum and the other igredients for which the Panel‘racom’ménde’d a
dryness claim for sunburn, to sunburn that has just occurred would occlude
the area and prevent evaporation from occurring or mgmfmantlyreduce h
evaporation. Thus, there are no data in the administrative ,reédfd'for this
rulemaking to support a “‘protection of sunburn” claim for the,se‘ tingrediénts. |
The agency would consider including such a claim for these ingredi‘e_nts,
however, if adequate supporting data ar’e proyvidié‘d. | |

The agency has determined that insufficient data Were smeittéd to
include the words “to allow healing to begin” and to include uses for heat
rash, burning feet, and foot discomfort in § 34750(b)(3) The agency concludes

that the expanded ““uses” section in this final monograph provides

manufacturers an adequate number of options for labeling OTCsklnprotectant S

drug products.
(Comment 8) One comment méntioned that no wound healing claim or
Category I labeling was provided for three skin protectant 1ngred1ents

, Allantom hve yeast cell derlvatlve (LYCD) and zinc acetate
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The Panel classified these ingredients as Category IH }skinkprotectants' for ; |

wound-healing based on the lackv of effectiveness data (43 FR 34628‘ at 34644
through 34647). Insufflcrent data were submrtted for LYCD (see sectron II N
comment 25 of this document) and no addltronal data were submrtted for .
allantoin or zinc acetate to support a “wound healing” use.

(Comment 9) One comment requested that compound benZorn tincturelbej _
included as a Category I topical skin protectant. The comrnent men‘tioned.tthﬁ B
conclusion of the Adyvisory Review Panel on OTC Cold Cough Allergy,
Bronchodilator, and Antiasthmatic Drug Products (Cough Cold Panel) that
compound benzoin tincture was safe for use in boiling Water as a steam

inhalant for expectorant purposes (41 FR 38312 at 38360, Sept‘ember 9, 1976).

The comment also cited the recommendation of the Advisory Review Panel

on OTC Dentifrice and Dental Care Drug Products (Dental Panel) that

compound benzoin tincture was safe and effective for use as an oral mucosal

protectant (47 FR 22712 at 22746 and 22747, May 25, 1982). The comment
cited acceptance of compound benzoin tincture in several pharmacopeias,
experience over decades of use, and the low inCidence of adVerse reactions
or significant side effects in the pubhshed literature. The comment cited

several skin protectant uses from well- estabhshed references or current product

labeling: “* * * to small cuts and to intact skin under occlusive plasters and
bandages” (Ref. 5), “* * * ulcers, bedsores, cracked ntpples and fissures of

the lips and anus” (Ref. 6), and “‘apply to the skrn under adhesrve dressmgs
to treat skin flssures and bedsores, to reduce skrn sensitivity to adhesive

plasters, and to prevent skin ,1rr1tat1on in 1schemlcareas” (Ref. 7).

Compound benzoin tincture is included in the USP as a fixed formulation

containing 10 peroent benzoin, 2 percent aloe, 8 perCent,k’s\torakx:’, 4 percent tolu
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balsam, and 74 to 80 percent ethanol (Ref. 8). The agency finds that use as

a steam inhalant for expectorant purposes evaluated by the Cough-Cold Panel

(41 FR 38312 at 38360) has little relevance to use as a skin protectant. Although

the agency acknowledges that standard references (Refs,‘ 5 and 6) and li‘terature o

articles describe numerous uses for compound benzoin tincture, no data from

controlled clinical stu‘dies were provided.

Gosselin et al. (Ref. 9) indicated that the alcohol in benzoin tincture would

be responsible for major toxic offects if ingested. The Dental Panel discussed

literature reports of three cases of irritation;and,hypersensitivity resulting from

topical use of benzoin tincture (47 FR 22712 at 22746 and 22747). In addition,

the published literature contains numerous other reports of allerglc contact -

dermatitis and sensitivity attributed to compound benzoin tlncture and

benzoin tincture. Cullen, ‘Tonkin, and May (Ref. 10) stated that the hterature

was replete with reports of cutaneous sen31t1v1ty to compound benzom t1nctureﬂ
and its components, citing reports followmg local apphcatlon Rademaker and |
Kirby (Ref. 11) reported two cases of bullous contact dermatltls toaskin
adhesive spray and mentioned that F1sher (Ref 12) recommends that benzom
no longer be used as a skin. adheswe Marks and Ralney (Ref. 13) and ]ames

White, and Yanklowitz (Ref. 14) ,reportedother cases of,‘allerglc contact

dermatitis. Sixteen cases resulted when benzom was apphed to ‘prevent fr1ctlon .

blisters. Other authors report contact dermatltls from benzoin used asan.
ingredient in greasepaint makeup (Ref. 15) and as an,antloxtd,ant in food

additives (Ref. 16). In addition, benzoin provokes pemphigus ‘e_rythematosus
(Ref. 17), complicates management of venous Iegulcers(Ref18) andadversely

affects wound healing after circumcision in children ;(Ref. 19).
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Based on these reports of adverse events and ,the availability of other

monograph skin protectant ingredients, the agency concludes that compound

and would be inappropriate for many of the uses 1nclud.e,d_mc_thrs final

monograph.
(Comment 10) One comment requested that camphorated metacresol be

‘included as an active ingredient in the final monograph for OTC sktn

protectant drug products, as long as the amount of metacresol didnotexceed

1.5 percent (by weight) and the amount of camphor did not exceed 3 percent

Noting that phenol (0.5 to 1.5 percent) and camphor (0.1 to3 percent) were |

proposed Category 1 1ngred1ents in the TFM for OTC external analgesxc drug
products (48 FR 5852 at 5867, February 8, 1983) and c1t1ng an agency letter

(Ref. 20) agreeing that metacresol was lesfs, toxlg thanphenol,the cornrnent; |
contended that there should be no safety concern about products contai‘nin‘gw

- camphor and metacresol in these concentrations.

Because information has not been provided to demonstrate a skin

protectant effect, camphorated metacresol is notlnChlded in this final

monograph.

(Comment 11) One manufacturer submitted data and information (Refs. 21

and 22) to FDA’s Miscellaneous External Panel in response to the call-for-data

notice published in the Federal Register of November 16, 1973 (38 FR 31697).
The data were for a drug product containing water-soluble chlorophyllins in
an ointment and a solution dosage forrn w1th a label 1nd1cat10n “to promote o

healing and to relieve itching and dlscomfort of minor wounds burns surface

ulcers, cuts, abrasions and skin irritations.”
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The Miscellaneous External Panel was disbanded before reviewing these

submissions. Subsequently, because the product label contained a claim for

wound healing and products with thi's'dairn had pretfiou‘sly been "included
“in the skin protectant rulemaking, the agency placed the subnussmns in the o
skin protectant rulemaking as a Comment to the February 15 1983 TFM and
the manufacturer subm1tt§3,d<,a,mQ,:l?@r,,EeQQRLMSWH%‘CIY _OD effectrveness for wound,,, r
héahng (Ref" " | SR IEIISEE VI SR ST
The Dental Panel evaluated water-soluble chlorophyllins as oral wound
healling agents in ite report on OTC oral mucosal injury' drug pr‘oduCts (44 F R |
63270, November 2, 1979) and concluded that water soluble chlorophyllms

were safe but that there were 1nsuff1c1ent data avallable to perrmt fmal

c1a831f1cat10n of effectiveness for OTC use as an oral wound heahng agent (44

FR 63270 at 63286). The agency accepted the Dental Panel’s c1a531flcat1on in-
the TFM for OTC oral mucosal i 1n)u1‘y drug products (48 FR 33984 at 33991
July 26, 1983). No addltlonal data were submltted and, m the frnal rule (51

FR 26112, July 18, 1986), the agency included water s,oluble chlorophylhns

in the list of nonmonograph ingredients in 21 CFR310.534. . ... .. ..

The agency has rev1ewed the manufacturer’s submlssmns (Refs 21 22, and
23). One submlssmn (Ref. 21) contalned mformatlon on Varlous klnds of

wounds that were treated with water-soluble chlorophylhns by health-care

professmnals None were self—treatment conditions. Another [Ref 22)

contained translatlons of three forergn artlcles reportmg laboratory and animal

studies on water-soluble v,c,hl_orophylhns that contarn,,_background 1nforrnat1on

but do not support general recognition of ‘s,afetyfand'effectiiienesfé"in humans S

A research report (Ref. 23) did not assess OTC uses, lacked subject and placebo
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controls, and questioned whether theobserved effects were dueto theproducts -

or the manner of caring for the wounds.

- The agency concludes that the data submitted do not support effectiveness )

of water-soluble chlorophyllins for promoting woundheahngfor condltlons B 'k a

treated wrth OTC skin protectant drug products

(Comment 12) Cod liver oil was not categorized by the Panel for use as
an OTC skin protectant because 1t ‘was not 1nc1uded among the labe]ed
ingredients in marketed products submltted to the Panel for review. In o
evaluating cod liver oil for use in diaper rash drug products_,the ag{ency ,, -
considered the long history ofclinical use asaskm protectantingredient (55
FR 25204 at 25213, June 20, 1990). | | |

In the rulemaking for OTC anorectal drug products, the A‘di)f/isory' Rev1ew '

Panel on OTC Hemorrhoidal Drug Products (Hemorrhoidal Panel] classified

cod liver oil as Category I for use as an anorectal protectant and recommended I

a maxnnum daily dose of 10,000 I U. (Internatlonal Units equlvalent to USP
Units) for vitamin A and 400 I. U for vrtamln D (cholecalmferol) per 24 hours

(45 FR 35576 at 35630, May 27, 1980). The Hemorrhoidal Panel stated that

an extenswe review of the literature on cod liver oil revealed no adverse% effects‘ o

when apphed topically as a protectant and concluded that the effectweness R

~of cod liver oil, as a protectant, is due to 1ts bland and soothmg effect

’August

£

associated with its oily nature. In the TFM (53 FR 30756 at 307t

15, 1988) and final monograph (55 FR 31776 at 31780 August 3' 1990) for

OTC anorectal drug products the agency afflrmed the Hemorrhmdal Panel s o

Category I classification and specified that cod hver 011 may be used only in

combination Wlth_puetgVthrﬁe,eﬂ@oth_er protectant active c,mgredlents.



15 |
The agency has surveyed the marketplace and determlned that cod liver |
oil is marketed only in combination with other mgredlents in several products
w1th skin protectant claims (Refs. 3 and 24) One produot contams 12 5 peroent' | |

(Ref. 24), but in most cases the Cod hver oil concentratlon is not prov1ded

~ Therefore, the agency is including cod liver oil as an aotiveiin‘gredient‘in‘ -
skin protect’ant drug products in ,aooord with § 347.20(&1)(1) and ‘(a)(Z),Ho‘nly in
combination with certain other skm protectant actlvemgredlents , Wrthlnthe "
concentrations (5 to 13.56 percent) specified in § 347 .10('e); p’_rovidedthat,th_e |
product is labeled so that the amount of the product Zthat\d’i‘sv usedm a24—hour
period represents a quanﬁty that does not exceed 400 USP Uuit’s‘ of vitamin

D and 10,000 USP Units of vitamin A.

(Comment 13) In the uotioe of proposed rulemaking (54FR40808at S

40810), the agency stated that it was necessary to have publicly available |

chemical information for colloidal oatmeal. One manufacturer submitteda

proposed standard for colloidal oatmeal, which it stated was patterned after

standards for starch and psyllium (Ref. 25). The agency sent thls information

to the U.S. Pharmacopeial Convention (USPC) (Ref. 26). Compendml standards

were proposed in the Pharmacopelal Forum of ]anuary and February 1992 (Ref |
27) and a final USP monograph became effeotrve on November 15, 1992 (Ref.

28).

(Comment 14) One comment requested that colloidal oatmeal be included " o

in the skin protectant monograph as a safe and effective ingredient for the
claim: “For prompt temporary relief of itchy, sore, SenSItIVBSkln due to rashes,
eczema/psoriasis, hemorrhoidal and gemtallrrltatrons, diaper rash, Chiok’eu ”
pox, prickly heat, hives, poison ivy/oak, and sunburn.” The comment cited

references (Refs. 29 through 33) to support this claim.
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The agency previously discussed poison ivy/oak claims in comment 1 of
the skin protectant poison ivy, oak, and sumac notice onf{proposed rulemakmg
(54 FR 40808 at 40809 to 40811). The agency has determined the additior‘lal
references cited by the comment show that colloidal oatmeal can provide
temporary skin proteotion and relieve minor irritatiorl a‘nditohing due to a’
number of conditions. Further, the agency has no adverse reactlon reports on
file for colloidal oatmeal Thus, the agency is expandmg the 1nd1cat10ns for B |
colloidal oatmeal in § 34}7.50(b)(4y)»1’n this final monograph. In addltron,
manufacturers can opt to select one or more of the “due to” conditions to list
in the probdu,otv’s labelirrg; However, ’si’rrce”n'o‘;data were 'submi,tted using
colloidal oatmeal for chicken pox, sunburn, or hives, these 1ndlcatlons are
nonmonograph The agency will discuss a “prickly heat "claim in the skm o
protectant dlaper rash drug products final rule. |

(Comment 15) Two comments noted that;the agency’s proposed directions |

in § 347.50 (54 FR 40808 at 40818) for the use ofcollo’idal oatmeal as a soak

in a tub do not allow for the range of use concentranons or dosage forms that | , '

have been reported in the clinical literature and requested that FDA spemfy
a use concentration range. The comment stated that colloidal oatmealis
unusual in comparison to other barrier skin proteotants because itis often

intended for dispersion in water and is formulated in a varlety of other dosage

forms

One comment summarized and calculated the colloldaloatmeal .

concentrations used in baths (Refs. 32 and 34 through 41). The comment noted

that the most common concentration ranges of colloidal oatmeal are from 0.007

to 10 percent in use but added that colloidal oatmeal is present in commercial
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products from 1 to 100 percent. Another comment recommended changmg the -

proposed dlrectlons in §347. 50(d)(2) from one cupful to up to a cupful.”
The agency has reviewed the recommended concentrations .Off'CQIIO:idalf |
oatmeal reported in the literature and fefefenCe texts (Refs. 4, 29 through 32,
34 through 45, 47, 48, and 49) and has considered the range of concentrations
for colloidal oatmeal used in bath add1t1ve products and in other dosage forrns.
Products containing colloidal'oatme“a‘l have been formulated in the following
dosage forms: Lotion (1 and 10 percent colloidal oatmeal), cleansing Crearn"(8
percent colloidal oatmeal), shampoo '(‘5'percentco’l‘loidal oatmeal), and
cleansing bars (30, 50, and 51 percent‘coIIOidal oa‘tme‘a])d(Rets.‘tl, 46,and 47) |
The agency has c‘alculated the approxiinaterninimum kan’d maxtmum
concentrations of colloidal oatmeal that have been used asfollows For regular
colloidal oatmeal, a range of 0;023 to 0.625 percent when used as a tub bath o
soak (Refs. 29, 34 through 38, and 44), a range of 0.24 to 1.2 percent when
~used as a foot bath soak (Refs. 30, 31, and 34), a range of 0.24 to 15 percent
in aqueous solution when used ina wet pack“ (Refs. 30, 31, 32,34, and 45),
‘and a range of 3.75 to 15 p‘ercent‘inaqﬁeous solution when used as a topical
lotion (Refs. 30, 32, and 34); for oilly,ated‘ colloidal oatmeal, g__':ggg'é of 0.003
to 0.03 percent when used as a tub bath soak (Refs. 35 and 39 ;th,r(ough43).

With regard to dosage forms, the agency agrees with the comment that -

colloidal catmeal as a skin protectant does not need to be dosage-form specific

and can be‘ used ina {rariety of “barrier type” topical dosage forms, }exce;pt

for “cleanser type” topical dosage forms, for which the agenc'y‘hasno data

to support use as a skin protectant. Therefore based on the addltlonal
information that has been submitted, the agency is rev1smg the dlrectlons for |

use in § 347.50(d)(2) in this flnalm’onograph.
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(Comment 16) One comment requested that colloidal oatmeal beincluded

in the skin protectant monograph for the claim: ,“‘For prompt temporary relief

of itchy, sore, sensitive skin due to * * * hemorrhoidal and genital irritations

* % * » The comment provided reports recommending use of colloidal oatmeal ~—~

baths and creams for rectal rtchlng and other ccorlditigrls in the genital ’area
(Refs. 50 through 54).

Claims for itching in the genital area (e.g., pruritus vulvae) are included
in the rulemaking for OTC external analgesic drug products. A comment to
that rulemaking (Ref. 55) specifically requeSted a cl‘a‘im‘ for colloldal oatmeal
for “prompt temporary relief of itchy, sore, sensitive skin due to rashes
eczema/psoriasis, hemorrhoidal and gemtal irritations, dlaper rash, chlcken

pox, prickly heat, ‘hives, ‘poison ivy/oak, and sunburn.” Therefore the agency |

will address this comment in the final rulefor OTC ezs\tf@rnal analgesic drug
pmdﬁcts. RN o :
The agency COucludes that the comment’s i’:‘éﬁﬁé"‘sﬁéd clairﬁe for relief of _
rectal itching and hemorrh01ds are similar to the mdrcatlon (21 CFR |
346. 50(b)(1)) for OTC anorectal drug products that mclude protectant actlve
mgredlents under 21 CFR 346.14, and to the defmltlon of a protectant drug o

under 21 CFR 346.3(i) as a drug that provides a ‘phy’e]cal barrier, forming a

protective coating over skm or mucous membranes Smce col]o1daloatmea1 e

was not reviewed during any stage of the rulemkaking for OTC anerectal drug

prbducts interested parties should provi’de necessary informati‘on'to'

demonstrate that colloidal oatmeal meets the standards of an OTC anorecta}

protectant active ingredient and petition. the agency to 1nclude collmdal . -

oatmeal in the final monograph for OTC anorectal drug products (Ref. 56).
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(Comment 17) One Comment requested that collmdal oatmeal be allowed . ) ,

* to be combined with other Category I skin protectants for the treatment of

minor irritation andrtchrng caused by msect b,rtes ;an,d p01sonous plants. The o

comment cited reports using an oilated colloidal oatmeal bath additive tohelp |

treat various dermatoses.

The agency has reviewed the cited studies’(Refs.;Bél, 43‘, 57, 58, and 59),
and finds that these reports support the combination of colloidal oatmeal with
mineral oil to treat the irritation, :itching, and dryness of Variousdry skin |
- dermatoses. The agency is”including the COmbin‘ation of 'colloidal oatmeal and

mineral oil in new § 347. 20(a)(4) for the uses 1ncluded in new § 347 50(b)(7)

of thrs frnal monograph Nevertheless po1son 1vy, oak and sumac are not
exclusively dry skin dermatoses they are characterlzed by a phase of Weepmgv,f
oozing exudation. The studies c1ted by the comment farl to demonstrate the
Value of addlng an add1tlonal skln protectant (an o1lat1ng component) for the

treatment of these condltrons in the exudatlve phase and also fall to spemfy

how many of the cases of contact dermatltls were due to p01sonous plants

In addition, only one case of insect bite was identified in the studies. The
agency concludes that the data are 1nsufﬁc1ent to support the comb1nat1on of

- colloidal oatmeal with other skin protectants to treat 1nsect lntes and p01son .
ivy, oak, and sumac. | |

(Comment 18) One comment responded to the agency s request in the skm |

protectant poison ivy, oak and sumac notlce of proposed rulemal(mg (54 FR o |

40808 at 40810) to provide 1nfqrmatmn~.and directions to support the use of

collo’idal oatmeal on children under 2 years of age. The;'cyomment stated t_hat

most barrier type skin protectant active ingredients have not been restricted

to any age group and submitted reports of use of colloidal oatmeal in infants
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(Refs. 34, 45, 50, 51, and 57). The comment added that the Miscellaneous

External Panel had evaluated colloidal oatﬁmealkand placedlthategoryI for
relief of itching claims with no age restrictions’k’(Ref.’ 61).

The agency has reviewed the reports submitted by the comment, which

described the effective use of colloidal oatmeal on infants and children from

2 months to 18 years of age for various dermatoses associated with dry skin.
No'ad\'?erse effects were report’ed The;'Mi'S’ceHaneous EXternaluyP‘anel (Ref. 61)
at its twenty-third meetlng concluded that condal oatmeal at all -
concentratlons is safe and effectlve for the symptomatlc rehef and treatment

of 1tch1ng Based on the Mlscellaneous External Panel s evaluatlon and the

references provided by the comment the agency is 1nclud1ng collmdal oatmeal N

in the final monograph for use on infants and chlldren,under 2 years of age
in the same concentrations ‘doSage forms, and ‘dfirections“ fornS‘e for adults.
(Comment 19) One comment noted that i in the skm protectant p01son 1vy,
- oak, and sumac notice of proposed rulemakmg the agency proposed (in
§ 347.50(c)(9)) a speclflc Warmng ,for collotdal oatmeal: “Take ,s‘pecloal care to
avoid slipping when getting into and out of‘thetn ” (54 FR40808 at 4081 8)
The comment agreed that a warning agamst shppmg is proper and appropnate,
but contended that the agency s warning is unnecessanly longer than the
warning on its labels, ‘“Take special care to avoid slipping.” Furthermore, the B
comment contended, the ;reference to entermg and Ieavmg" thetub may ‘Ies[,s‘,;en |
the consumer’s perception of need for care durmgbathmgorwhen bathi‘ng

a child.

The agency notes that a number of authors haVe,eXpr‘essed, 'conce‘rns,about o

slipping in the bath tub with oil baths in general, and Wlthcoﬂoldal oatmeal

baths in particular (Refs. 29, 40, 44, 48, 54, and 62). Two authors (Refs 29



and 48) recommended use of a mat to reduce the p0351b111ty of shppmg
| Accordmgly, the agency has revised the warnmg, wh1ch appears in
§ 347.50(c)(5) of the final monograph to read “When usmg thlS product D
[bullet] to avoid slipping, use mat in tub or shower |
 (Comment 20) One comment objected to the highly specific directions for

colloidal oatmeal the agency proposed in § 347.50(d)(2) of the”‘s;kj‘h pfotectant

40818). The comment requested that FDAmodlfy the‘dirre‘ci‘t’"ioﬁ‘;sﬁfor useto
allow for other concentrations and to address the use of other dosage forms
such as omtments lotions, and cleansmg bars. The comment ob]ected toa
- specified frequency of use (” once or tw1‘ce dally ) because absorptlonnof, actn?ei
agent seems unlikely to occur. eI R N
‘The agency has reviewed the literature and agreeS'Wi’th‘f‘the "‘cbm‘méﬁftha“t ”
other drrectlons may also prov1de safe and effectlve use concentratrons Slnce
a bathtub, foot bath, sitz bath, or 1nfant bath can be used to soak and a. |

compress or wet dressing can be applied as a soak the agency is including

all of these forms of a “soak” in the fmal monograph Collmdal oatmeal can |

also be formulated in other toprcal products intended for d1rect apphcatlon
(e.g., ointment, lotion), and the monograph provides directions for these
products. | o |

Frequent and prolonged exposure to water may have a drymg effect. B
- Authors have different views on recommended frequency and durat'ionof
bathing (Refs. 37, 48, and 63 through 67) depending on the condition. The
Miscellaneous External Panel noted that bathing candry’the sk}n 'out and

exacerbate some conditikons‘f(Ref, 68). Given the variety of conditions for which

- colloidal oatmeal preparations may be usedtheagencyagmes withthe
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comment and is not specifying a‘f’requency of ’use in the directions butis
prov1d1ng fora warnlng statement in § 347 50(c)(7) to fully mform consumers
{Comment 21) One comment lnqurred Whether two h1gh~molecu1ar welght | |
dimethylpolysﬂoxanes, de51gnated a's SF96—-350andSF96—1000, were d | |
acceptable active ingredients forskin protectant use. Thefc\onil’mentvincluded

general safety and toxicity information on silicone products and'Stated that

dimethicone, a proposed Category I skm protectant mgredlent belongs to the S

same chemlcal family as the dlmethylpolysﬂoxanes

In the nottce of proposed rulemaklng for OTC sk1n protectant dlaper rash ~«

drug products, the agency stated that sﬂlcone 1s a general term but itis often R

used to describe dimethicone (55 FR 25204 at 25218). The agency did not

classify silicone per se because there are various sﬂrcone compounds and

because the agency considered dtmethlcone the only sﬂlcone 1ngred1ent for N

which data were csu,bm,l,ttce.d. -
‘The agency notes that the ins‘for‘ma‘t’ionproyidedby thecomment
summarizes the results of chronic and acute toxicity studiesand irritation

studies for specific classes of silicones. However, no specific information was

provided for the individual dimethylpolysil"oxanés SF96——350nd ‘S‘F'Q'G'—/-"l"(')“‘(]”()‘k,ﬁ; R

In addition, no 1nformat10n was prov1ded to descnbe the chemlcal structure

of these dimethylpolysiloxanes. The agency concludes that the data prov1ded " |

are inadequate to support general recognmon of the safety and effectlveness -

of these ingredients for OTC skin protectant use in this final monograph

(Comment 22) In the TFM for QTC_Q,skin"pr’(\)tét‘:tant]drug products, the

agency discussed a submission on 2 percent glycerin andﬁ,,stated;_‘t‘hat;the skin

protectant final monograph would not be issued until these data were reviewed

by the agency and interested persons prOVided an opportunity ::"to commenton



an agency proposal (48 FR 6820 at 6823) The submlssmn (Ref 69) contamed
data on the use of glycerm for the mdrcatrons of dry skm mmor skm 1rr1tat10n

skin protectant, and chapping and included a double blind study

~ The agency has revrewed the data and determmed that the study was ‘

inadequately controlled and falled to demonstrate that 2,10, or 18 percent

glycerin is effective for the mdlcatronv‘,‘helps;prevent,and temporarlly protects o

chafed, chapped, cracked, or wmdburned skm and hps as proposed by the - -

agency for 20 to 45 percent glycerm in the TFM for OTC skm protectant drug

products (48 FR 6820 at 6832). The agency s detailed comments and evaluat1on -

of the data are on file in the Dockets Management Branch (Ref 70) The agency
concludes that glycerin at Concentratlons0therthan20to45 percentis
nonmonograph for use in OTC skin protectant“ drug products;: Sha

(Comment 23) One comment requested the agency to reopenthe

admlmstratlve record to mclude the 1ngred1ent “hard fat as descrlbed in the o -

“National Formulary” (NF) (Ref. 71), as a Category I skin protectant

In the Federal Register of December 19 1991 (56 FR 65873) the agency

agreed with the petition that it would be appropriate to reopen the

administrative record and include data and information‘on ‘”‘hard fat”" in the -

rulemaking for OTC skin protectant drug products The agency stated that
based on its action in the rulemakmg for OTC anorectal drug products (55 FR

31776), hard fat would be classrfred as a monograph 1ngred1ent in the ﬁnal N

skin protectant monograph Smce no adverse comments on hard fat were f

received in response to this reopening of the admlnlstratlve record the agency '

is 1ncludmg hard fat in § 347. 10 at concentratlons of 50 to 100 percent as a

single active 1ngredlent Hard fat is also allowed in permltted combmatlons S

in §347.20(a)(1), (a)(z) (b) (c), and (d) of this flnal monograph Products N
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containing hard fat 1 may ‘be labeled for the lndlcatlons m § 347 50(b)(1)
(b)(z)(r) and (b)(2)(ii) and should bear the Warnmgs in §347 50(0)(1) through ‘
(c)(4) and the drrectlons in § 347. 50(d)(1) In a future 1ssue of the Federal o
- Register, the agency will address claims for hard fat i in OTC ,skm protectant
cold sore/fever blister drug products (see proposed § 34;7'T:5;0(h‘)(‘21)(ii) s 55FR ‘
33623t3370) , R TR IR

(Comment 24) One comment requested that 1anohn be categorlzed asan
active 1ngred1ent in the skm protectant monograph for use as a smgle
ingredient or in combination, as permltted by the monograph In support of
lanolin’s safety and effectiveness as a skin emolhent the comment cited animal

and human test data submltted to the Mlscellaneous External Panel (Ref 72)

Kligman, Grove, and Studemayer (Ref 73) and the Adv1sory R8V1ew Panel on S

OTC Ophthalmic Drug Products (Ophthalmlc Panel) Category I Cla351flcat10n -

of lanolin as an ocular emolhent for the treatment of condrtlons mvolvmg

ocular membranes (43 FR 30002 at 30044 and 30045 May 6, 1980)

The agency has considered lanolin as a protectant or emolhent act‘i\’r‘e
ingredient in several OTC drug rulemakmgs In the TFM for OTC skin
protectant diaper rash drug products (55 FR 25204 at 25218 to 25219) the
agency determined that the data submitted supportedthe use of 15.5percen't' ‘
lanolin as a skin protectant active ingredient only in oomhination wrth other |
skin protectant active ingredients for the treatment and prevention of diaper
L : = e e

In the final rule for OTC ophthalmm drug products (53 FR 7076 at 7090 '
March 4, 1988), lanolin and anhydrous lanohn were 1ncluded as. monograph

conditions at a 1 to 10 percent concentration in combmat;onmth one or more o

oleaginous emollients included in the monograph. In the final rule for OTC



anorectal drug products (55 FR 31776 at 3M1MNZQ80)';‘lanolin was included as a
monograph protectant active ingredient at concenrations of 50 percent and
above as a single in‘gre‘die‘nt or between 12.5 and 50 percent in combinations.

The agency has surveyed the marketplace (Refs 3 74 75 and 76) and

found that Ianohn is being marketed as a skln protectant both as a smgle | | - . -

ingredient and in combmatmn wrth other 1ngred1ents The concentratlon in
two single 1ngred1ent products is 37 and 50 percent In almost all cases the

concentration of the lanolin in the combination products is not provrded

v Based on the agency’s market survey and 1ts prev1ous actlons in the " o S

rulemakings for OTC diaper rash anorectal and ophthalmlc drug products,

the agency is including lanolin in the final skin protectant drug products

monograph as a single ingredient and in combination with certain other skin
protectant active ingredients, depending on the labeled use of the product. The
use concentration included in the final monograph is 12.5 to 50 Pel‘cent ln i

‘accord with the concentration of marketed smgle mgredlent skln protectant

drug products and the concentratlon used in anorectal protectant combmatlon o

drug products. The use concentration of 15.5 percent proposed in § 347 10(0)
for OTC dlaper rash skin protectant drug products (55 F R 25204 at 25232) w1ll

be addressed in the final rule for those drug products

(Comment 25) One comment submrtted data (Refs 77 through 89)

: includmg two clinical studies by Kapl\anv (Refs, 77, 78, 80, 81, and 84), in

support of reclassifying LYCD from Category III to Category I as a wound -

healing aid. The first Kaplan study (Ref 77 ) has been puhhshed (Ref 90) The

comment also submltted data 1ncluded earlier in the rulemakmg for OTC

anorectal drug products and transcripts of meetings of the Hemorrhoidal Panel

(Ref. 87).



26

The ingredient LYCD was reviewed by boththeHemorrhmdal Paneland -

the Topical Analgesic Panely Neither ‘pa‘ne‘l foundLYCD ’to"’\he ef;fec'tiye"}Th'e""' -

agency determmed that the. data were 1nadequate to support the use of Lyco

in the final rule for OTC anorectal drug products (58 FR 46746 September |

2,1993).

The agency has reviewed the WOundheaIing studies (Ref‘s 7778 80,81,

“and 84) submrtted to thlS rulemaklng for OTC skm protectant drug products

and determined that the studres are 1nadequate to 1nclude LYCD as a Wound

healing aid in this final monograph The agency s detalled comments and

evaluations of the nonconfldentlal data are on file in the Dockets Managementk S

Branch (Refs. 91 and 92).

The agency also informed the company that additional information s

needed on the chemical and physical charactierization of LYCDbeforeafmal o

classification can be made and suggested the’compa‘ny‘ proyide information to |

establish a compendial monograph for the 1ngred1ent (Ref 93). The company -

~ submitted information, both nonconfidential (Refs 88 and 89) and
confidential but it also was not adequate The agency s detailed comments on 7’ |
the 1nformat10n are on file in the Dockets Management Branch (Refs 94 and
95).

(Comment 26) The agency has 1ncluded1nthe rulemaklngfor OTC skm |

protectant drug products several Submlssmns(Refs 96, 97, and 98) for drug

products containing mineral oil that were originally submitted tothe

Miscellaneous External Panel for review. One submission (Ref. 96) did not =~~~

contain any data on mineral oil as an individual ingredient and the other‘

submissions (Refs. 97 and 98) were dlscussed m the TFM for OTC skm o

protectant diaper rash drug products (55 FR 25204 at 25220 to. 25221) The N



agency concluded that the ‘ingredient’s phy‘slcal properties ywere'su'fficient |
along with the Category I findings of two other panels (Hemorrh01dal and :
Ophthalmrc Panels) to support the effectrveness of mmeral 011 in§ 347 10(p)
of the skin protectant dlaper rash TFM (55 FR 25204 at 252 32) for dlaper rash
claims proposed in § 347.5,,0,(b)(5). In this final monograph for OTC skin
protectant drug products, mineral orl 1n the f1rst concentratlon lrsted in

§347.10(1) (50 to 100 percent) may be labeled for the clalms hsted in

§ 347.50(b)(1) and (b)(2). In addrtlon mmeral oil in the second concentratlon o

‘ ,hsted in § 347. 10(1) (30 to 35 percent) when comblned wrth collmdal oatmeal N

may be labeled for the claims hsted in § 347. 50(b)(7)

(Comment 27) One comment urged FDA to con81der a smgle statement

of identity for the ingredient petrolatum because of its multi-purpose uses in.

OTC drug products. The comment suggested the term “proteCtant."’

Petrolatum is generally recognlzed as: safe and effectlve in two other OTC.

drug final monographs Ophthalmlc (part 349 (21 CFR part"‘349)) and anorectal T

- (21 CFR part 346). The statement of identity for ophthalmlc use is “lubrlcant S

or “emollient (lubrlcant) eye omtment” (see § 349 65(a))

The agency previously conS1dered a related issue in the proposed
rulemakmg for OTC anorectal drug products (see comment 39 53 FR 30756
at 30771) and determined that a comment 's suggested statement of 1dent1ty
(topical protectant andrlubrlcant)‘ did not make it clear that such a »prodnct |

could be used anorectally and thus did not fully satisfy the requirements of

§201.61(b). The agency believes that the same is true of the currently suggosted

statement of identity “protectant.” Thus, the agency is not adopting a single | |

statement of identity for the ingredient petrolatum andlsuslng“skm o
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protectant” as the'statement of identity for' drugproduets contalnlng "
petrolatum included in this fmal monograph (part 347). D

(Comment 28) One comment argued that petrolatum should be exempt
from the dlrectlons for use’ proposed in§ 347 50(d) mtlng petrolatum s long |
history of consumer use, efflcacy, and safety and contendmg that petrolatum :

meets the requirements for such exemptlon under §201. 116 (21 CFR 201. 116)

The agency disagrees. Sectlon 201. 116 allows for exemptlon from section

502(f)(1) of the act which requlres adequate dlrectlons for v use 1f adequate T

directions for common uses are known to the ordmary 1nd1v1dual Whlle some o

1nd1v1duals may know that petrolatum may be apphed as needed the agency
believes that not all people who use this drug would know that it can be
applied on an as needed basis. Therefore the agency is requmng the standard '

dlrectron in §347.50(d)(1) for products that contaln petrolatum |

(Comment 29) One comment contended that petrolatum should be exempt |

comment argued that sufficient evidence to exempt these warmngs is prov1ded
by the universal use of petrolatum over rnany de‘oades for a W1de 'variety“of
toplcal 1nd1(:at10ns the clinical and marketmg expenence over thls long penod o
of extensive and universal use, the Panel conclusmn that “large amounts of .
-petrolatum are essentially nontoxic when 1ngested *ox kD (43 FR 34628 at

34639), the results of a long-term ChI‘OIllC feedlng study by Oser et al (Ref

'99) as demonstrating safety on ingestion, and the fact that petrolatum is

regulated as an approved direct food additive (under § 172.880 (21 CFR

172.880)) and is listed in the Food Chemrcals Codex (Ref 100)

Although the comment suggested a rev1sron it agreed in prmmple Wlth V |

the warning “Not to be applied over deep or puncture wounds, 1nfect10ns, or
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lacerations. Consult a doctor A second comment Ie uested m the 1nterest
of brevity, clarity, and conservation of scarce label space that the Warnmg be :

shortened to read: “Do not apply over deep or puncture wounds or 1nfect10ns

The agency dlscussed the 1mportance of each of the proposed Warmngs
in comments 25 through 31 of the,TFM (48 FR 6’820 at 6828 to 6\830) and
stated that theS‘echarﬁiﬁgsl are ‘hécésseiry for ‘petrolatum 'used asaskin
protectant. In comment 31 of the TFM, howeVer, the agency:proposed not to -
require the “For external use only warnmg for all products (includin‘g those
containing petrolatum) formulated as 11p balms The ¢ agency is flnallzlng that

proposal in this document.

In this final monograph products contamlng the skm protectant
ingredients m1neral oil or sodium blcarbonate may omit the “For external use
: only warning 1f they also provide labelmg for oral use of the product The | | ,
agency beheves that it could be confusmg to consumers if products that
contain petrolatum do not have the For external use only warnmg
Therefore, the agency is not exempting petrolatum (except in llp protectant
products) from the ‘For external use only” warning 1n §§ 201 66(c)(5)(1] and |

347.50(c)(1).

The agency considers the warning about not getting the productintﬁo[thec e g e

eye useful to help prevent possible i 1mproper use of skin protectant drug
products Wthl’l are often marketed in nonsterlle multlple use contamers The o
agency believes that the first comment misconstrued the purpose of the “if

condition worsens’ ’w,.w,a’,r,ning (8 347.50(c)(3) of'this final mono'gfaph);’rhé o

warning is intended to direct consumers to seek medlcal attention fora

condition if it gets worse or has not 1mproved after 7 days of treatment and o

not to set 7 days as a maximum safe treatment perlod. The agency has
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shortened thls warnlng for products contammg petrolatum (or whlte

petrolatum) as a smgle 1ngred1ent to state “See a doctor 1f condltlon lasts more,,,h k ,‘ o

than 7 days

Wlth regard to the suggestlon that the warnlng in § 347 50(c)(4) be rev1sed

after the submission of this comment, the agency published a 31m1lar warning

for OTC first aid antibiotic drug products (52 FR 47312 at 47324, December

11, 1987) and OTC first aid antis“eﬁt‘i&: drug products (56FR33644at33677 S

July 22, 1991). The agency is revising the warning in §347.50(c)4),

accordingly, in the new format required by §201.66. ~

(Comment 30) One comment considered the two general warningsin

§330.1(g) unnecessary for 100 percent petrolatum. The comment cited two

references (Refs. 99 and 100) to support its contention that petrolatum is a

uniquely safe OTC drug and presents no risk to the health of children from

misuse, overuse, or abuse.
The agency finds the information in the mted references (as well as the o
information in § 172.880 regardmg the regulatron of petrolatum as an approved |

food additive) insufficient to support an exemptlon for 30 to 100 percent

petrolatum from the two general warnings in § 330. 1(g) References 99 and 00

list petrolatum concentratmns at 0 02 to5 percent 31gn1f1cant1y lower than the |

concentration range included in the monograph The agency rev1sed the

wording of these warnings in § 330.1(g) in the final rule for the new OTC drug -

product labeling format (64 FR 13254 at 13294).

(Comment 31). One ‘com‘men‘t stated 'ﬂiatﬂié“agéﬁdy’é proposed di’reCtijoﬁé o

for sodium blcarbonate for use asa soak in a tuh allow for a toprcal use | |

concentration of about 0.3 percent whrch is less than the dosage range for

topical use of 1 to 100 percent (54 FR 40808 at 40818) |



The agency has reviewed its calculations and agrees with the comment
that the proposed directions for use as a soak in a tub allow for'atopica]
concentratlon of less than 1 percent, dependmg on the amount of water in
the tub and the size of the cup used However these dlrectlons are consrstent o
with those suggested in the hterature (Refs 101 through 104] When these
measurements are made by consumers they may not be precrse Accordlngly, | -
in this fmal monograph the agency recogmzes that 1t is not p0331ble or crrtrcal
to make a precrse determination of the use concentrathn for r.thl_s 1,ngred1,en&t,. B :
| Thus, the agency has revised its reCOmmendations, e | | |

(Comment 32)'The agency has cons1deredtop1cal starch(formerlyknown
as corn starch) in several rulemakmgs In the advance notlce of proposed i

rulemaking for OTC skin protectant drug products (43 FR 34628 at 34636)

the TFM for OTC skin protectant drug products (48 FR 6820 at 6828) the TFM |

for OTC skin protectant p01son 1vy, porson oak, p01son sumac and insect bltes ‘, -

drug products (54 FR 40808 at 40811 to 40812) the Mlscellaneous External

Panel s statement on OTC dlaper rash drug products (47 FR 36 at 39439
September 7, 1982), the TFM for OTC skin protectant dlaper rash drug
products (55 FR 25204 at 25232), and the TFM (53 FR 30756 at 30782) and

final monograph (55 FR 31776 at 31780) for OTC anorectal drug products

Based onthe evaluations o‘f«,_thﬂer.'lfoplcal Analgesic, M;scellaneous Externalf,‘% -

and Hemorrhoidal Panels, andthe_suhsequent inclusion of to‘pic_‘al statch as

a protectant in the final monograp‘h for OTC anorectaldrugproducts andm e

the TFM for OTC dlaper rash drug products the agency is mcludlng toplcal
starch at a concentration of 10 to 98 percent as an actlve 1ngred1ent under

§ 347 10(q) of this final monograph for OTC skln protectant drug products The

agency is including a minor ,skm;1rr1tat10nrmrdlvcatl_onfor \the:skm protect‘ant A



uses of toplcal starch i in § 347 50(b)(6] Because toprcal starch should not be " -

used on broken skm other condrtrons (e.g., cuts, scrapes chapped/ cracked
skin and lips) are not 1nc1uded 1n thrs :frnaltm,onegraph. ’Warrnngs apphcabl}e ‘
to ",OPinil starch drug products in a:P?WdeAr dF‘?SﬁéSe f?fmﬁr'e mCIUded in

§ 347“ 50(c)( ) ‘

(Comment 33) Two comments from the same company requested that
vitamins A and D be added to the hst of Category I actlve 1ngred1ents in the T

skin protectant monograph. The _cornm‘ents statedthat shark lryerorl‘, whrch “

contains significant quantities of vitamins A and D, is an o‘Iéagin’ou’s”’subs‘tance S

that provides lubr1c1ty and emolhency The comments mentroned that vrtamy ns

A and D, hke cod and shark hver oﬂs have an emolhent nature that provrdes

a physrcal barrier to an 1rr1tant and a1ds in the temporary relief of minor skin L -

irritations. The comments added that. these oleagmous substances can lessen - B

dermal injury caused by frlctron and lessen 1tch1ng and dryness caused by

- water loss from the stratum corneum, thereby prov1d1ng addrtlonal protectlon o

for exposed skin. The comments c1ted the Hemorrh01dal Panel S
recommendatlons on the safety and toprcal use of Vrtamms A and D (45 FR

35576 at 35630 and 35634) Another cornment stated that a number of the

claims recommended by the Hemorrhordal Panel in thek,a‘dvanc,einotrce of
proposed rulemaking for OTC skin protectantdrugproducts (43FR 34628 at o
34648) should be listed in the monograph for the ingredients vrtamln A and o

vitamin D.

The Hemorrhoidal Panel did not review vitamin A or vitaminD

(Chdlecalciferol) as single ingredient’s*for uSe as "prOtectants 1n ’orc“anorecm -

drug products but did consrder these 1ngred1ents in "1 : re, ,r1'ew of 1ngred1ents

" used for wound healing (45 FR 355 76 at 35655 and 35656) The Hemorrhordal
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Panel concluded that the data suhmitted were insufficient to proVe G

effectiveness of v1tam1ns A and D as wound heallng agents and cla351f1ed these -

~ingredients in Category III for thls use (45 FR 35;:‘6"at 3565 » d 35656) The |

~ agency d1d not 1nclude vitamins A or D in the anorectal ﬁnal monograph
because no data were submrtted to support the effectlveness of these
, 1ngred1ents for protectant uses. However, the Hemorrhoidal Panel

recommended that cod liver and shark liver 01ls be 1ncluded in the Category

Ilist of active 1ngred1ents for use as protectants in OTC anorectal drug products S

(45 FR 35576 at 35630 and 35634) and the agency concluded that these 01ls |
are monograph ingredients (55 FR 31776 at 31 780) The agency pornted out |

in its proposed rulemaking for OTC dlaper rash drug products (55 FR 25204

at 25225) that vitamins A and D have not been classnﬁed as. skm protectants |

in any rulemaking in the OTC drug revlerf,c‘i

concluded that add1t1onal data are

needed and placed these 1ngred1ents 1n Category III

Because no ‘data were submltted to support the effectiyeness /of Vitanﬁns |

A and D for skin protectant uses, the agency concludes that these 1ngred1ents -

are’ nonmonograph when used 1nd1v1dually orin combrnatlon other than as
a component of cod liver oil l1sted in §347. 10(e) of thls fmal monograph -

(Cornrnent 34) In theTFM 4fo‘r OTC ,flrst aid antlseptlc drug products (56 | d
FR 33644 at 33'650), the agency d,eferred data 'on:a physical barri'er cream |

 product with protective claims to the rulemaking for OTC skin protectant drug

products. The cream product contains a combination of ingredients:‘Cetyl‘ |
alcobol, glyceryl stearate, isopropyl palmitate, stearyl alcohol, and beeswax,
labeled as “skin wound protectant” ingredients. The prOduct laheling states |
“helps protect minor cuts, burns, and skln irritations agalnst contamlnatlon

This cla1rn is very s1m11ar to the claim mcluded in § 347. 50(b)(1) of thls flnal
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studies on the finished produc’g including LDSO in mrce; ,and: rats, acute dermalw
toxicity studies in rabbits, 48-hour and 72-hour primary irritation\stutliesNin« o
humans using occlusive patch tests, and 21-day cumulative irrrtation,studies‘.
The submission also included reports of studies on th,e Cream ’product’s’ -
protective barrier effect and a chmcal study to evaluate safety and

effectiveness. The clinical study was described as a randomized, Controlled

double-blind, parallel-group comparison of two products to determine the

cream product’s safety and effectiveness underactual useCODdltlonS The
control formulatlon was not prov1ded

The agency flnds the submltted data 1nsuff1c1ent to estabhsh the skln

protectant effect of any of the 1ngred1ents present in the cream product because

the contribution, if any, of each of the 1nd1v1dual active mgredrents cannot

be determined. The Panel recommended that there need be no lnnrt to the ) f . k

number of skin protectant 1ngred1ents that may be comblned ina product (43 o

FR 34628 at 34631) However each 1ngred1ent must make a contrlbutlon to -

the clarmed effeCt(S) in order to be deemed an actlve 1ngred1ent

(§ 330.10(a)(4)(iv)). Further, the agency notes »that the Miscellaneous External

Panel classified the ingredients cetyl alcohol and stearyl alcohol as inactive

in the advance notice of proposed rulemaking for OTC alcohol drug products

(47 FR 22324 at 22326, May 21, 1982). In addition ,the Dental Panel classified

beeswax as inactive in the advance notlce of proposed rulemakrng for OTC
drug products for the relief of oral discomfort (47 FR 22712 at 22715) No
additional data on these three 1ngred1ents have been submrtted to any
rulemaking in the OTC drug revrew The other two hsted actlve 1ngred1ents

glyceryl stearate and 1sopropyl palmltate have not been consrdered in any



rulemaking in the OTC drug review. Consequently, the agency concludes that ‘

the safety and effectiveness data are 1nsufflcrent on beeswax cetyl alcohol

glyceryl stearate, 1sopropyl palmrtate and stearyl alcohol Therefore these T

ingredients are being’ 1ncluded in § 310 545(a)(18) as nonmonograph

(Comment 35) Two comments contended that as a class skln protectant

1ngred1ents may be comblned w1th more d1fferent types of therapeutrc |

categories than any other class of 1ngred1ents,.However, in the TFM, proposfed' "

§347.20 does not list any ingredients other than skin protectant ingredients

that may be combined. The comments stated that skin protectant ingredients L

have been found appropriate for use in combmatron W1th several other o

- ingredient categories in other OTC drug product rulemakmgs The comments o

requested that the agency 1nclude a prov1sron 1n the fmal monograph allowrng‘ - |

the combination of skin protectant 1ngredlents w1th any therapeut1c class of

ingredients when such a combination has been found appropriate by any ;,,Ozt,,hear .

OTC advisory review panel.

Proposed §347.20 in the skin:protectant TFM Was‘publi?shed in the -
Federal Register on February 15 1983 before the TFMs for many other |

categories of OTC drug products Subsequently, based on panel

recommendations in other OTC drug rulemakmgs and the TFMs for OTC

external analgesic drug products (48 FR 5852 at 5868) OTC ﬁrst a1d antlseptlc N -

drug products (56 FR 33644 at 33677) and OTC sunscreen drug products (58 S

FR 28194 at 28296, May 12, 1993) this final monograph 1ncludes skln |

protectant active 1ngred1,ents in combl,natlon.Wltht,,omther mgred;’ents ,f,rom,these

therapeutic classes.

 Therefore, the agency has further considere_d,,,’angdllé}{panded”the 1ngredrent

combinations included in § 347.20 of this final monograph, including skin
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protectant sunscreen combmatlons in § 347 ZO(d) The agency 1s also amendlngﬁﬁ

the final monograph for OTC sunscreen drug products (64 FR 27666 May 21

1999) to includs sunscreen-skin protectant drug products. Further, the agency

may be expanding the 'permitted combinations in § 3/4“7"'20(b) and (c) as data

drug products are evaluated and the fmal monographs for those OTC drug :

classes are issued.

ITI. COnclus“i"on

Based on the available evidence, the agency i”s'i‘ssuing a fi'nal rnonograph | o

establishing conditions under which OTC skin proteotant drug produots are

generally recognlzed as safe and effectrve and not mlsbranded Any drug

product labeled represented or promoted for use asan OTC sl(m protectant " 'i' ” ’\ “

drug that contams any of the 1ngred1ents l1sted in §310. 545(a)(18)( )(A) or
(a)(1 8)(1)(B] or that is not in conformance w1th the monograph (part 347) may
be consrdered anew drug within the meamng of sectron 201(p) of the aot (21

U S.C. 321(p)) and misbranded under sectlon 502 of the act. Such a drug

, product cannot be marketed for skm protectant uses unless 1t is the sub)ect R

of an approved apphcatlon under sectron« 5;05,\,0,f‘,_the wact(Zl U,S.C. 355) and

to amend the monograph may also be submltted in accord wrth 21 CFR 10 30f_f.f;ffﬁff,”’,“.fﬁf,ff B

and 330.10(a)(12)(i). Any OTC skin protectant drug product 1n1t1ally

introduced or initially delivered for 1ntroduct10n into interstate commer‘”ce”after e

the compliance dates of the fmal rule for § 310. 545(a)(18)(1)(A) or thls flnal
rule that is not in comphance with the regulatrons is sub]ect to regulatory

act,ro,n,.
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Our decrslon to revise the Warnlngs set forth in thls flnal rule is based

on comments made in Tesponse to the proposed rule Mandatmg warnmgs 1n‘ R

an OTC drug monograph does not require a finding that any or all of the OTC D

~drug products covered by the monograph actuaHy caused an adverse event

and FDA does not so find. Nor does FDA’f ;’_'eerement of Warnmgs repudlate

the prior OTC drug monographs and monograph rulemakmgs under Wthh the S

affected drug products have been lawfully marketed. Rather as a consumer

protection agency, FDA has,determxnsd,that. ;Warm,ngs,ars necessary tO ensure S

that these OTC drug products continue to beksafe and effective for their labeled

indications under ordinary conditions of use as those terms are defined inthe

the act. This judgment balances the beneflts of these drug products agalnst

their potentlal risks (see 21 CFR 330 10(a))

FDA’s decision to act in this fins‘tance”need not meet the "standard of proof
requrred to prevail in a prlvate tort actlon (Glastetterv Novart1s i o
| Pharmaceutwa]s Corp., 252 F 3d 986 991 (8th Cir. 2001)) To mandate k
warnings, or take similar regulatory actlon FDA need not show ‘nor do we | |

allege, actual causation. For an expanded dlscussmn of case law supportm‘g

FDA’s authorlty to requ1re such warnmgs see the final rule entrtled “Labehng U |

of Dlphenhydramrne Containing Drug Products for Over-the Counter Human o

Use” (67 FR 72555, December 6, 2002).

IV. Labeling Guidance

I the Federal Registorof March 17, 1999 (54 FR 13254), FDA establihed
a standardized format and standardized content for the labeling of OTC dmg

products. Table 1 of this document shows how the Warnlngs proposed in the o

TFM have been rev1sed in this flnal rule based on comments recelved and
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using the new format in § 201.66. Using the format m § 201 66(c)(4) the

‘warnings in §§ 347. 50(c) and 347 ‘52(0)“ appear as follows

TABLE 1.—REVISION OF PROPOSED MONOGRAPH WARNINGS To NEW FORMAT B

Skin Protectant Tentative Final Monograph

Skin Protectant Fmal Monograph '

Not to be applied over deep or puncture wounds, infections, or -
lacerations. Consuli a doctor. Do not use on broken skin, ™ -

Do not use on ’
» deep punclure wounds
* serious burng

. ~anima!, bites
ebroken skin!

Avoid contact with the eyes.

Keep powder away from child’s face to avoid inhalation, which
can cause breathing problems.

Take special care td avoid slipping when getting into and out of

Whenk using this product

»do not get into eyes

*keep away from tace and mouth to avoid breathing it
*in some skin conditions, soakmg 100 long may overdry
~to avoid slipping, use mat in tub or shower *

the tub.

Stop use and ask doctor if
»condition worsens

If condition worsens or does not xmprove within 7 days, consult ’ ‘
* symptoms last more than 7 days or clear up and occur agam w;thm a 1ew days

a doctor.

For external use only. For external use only2

¥Only required for powder produicts containing kaolin or topical starch, See §347.50(c)(6). e
2in bold type on the fing immediately following the line for the Warmngs heading. See §201 66(0) 5)(;) and (d)(6)

Section 2’0“1.“6‘6(d)(10) (21 cFR'z‘or;es(d)(ro)) Whib'h sets “fdfﬂirbﬁﬁataﬁa"i o

content requrrements for OTC drug product labelmg, establlshes a modlfred
labeling format for small packages that need more than 60 percent of therr total
surface area avallable to bear labelmg to meet the format requlrements of o
§ 201.66(d)(1) through (d)(9) The agency stated in the final rule that
established these labelmg requlrements that 1t Would consrder addrtronal .
approaches for accommodatmg certam products in therr respectrve o

monographs, taking into consrderatron the I‘lSl(S and beneflts of the drug, the -

intended use, and the need to communrcate lrmltatrons or restrrctlons about o

the use of the product to the target populatlon (64 FR 13254 at 13270)

In the final monograph for OTC sunscreen drug products (64 FR 27666
at 27678), the agency discussed modlfled warmngs for hp balm products and

stated that it expects to adopt the same modrflcatrons When 1t lssues the fmal |

‘monograph for OTC skin protectant drug products Accordlngly, the agency ) - i

is establishing additional labeling exemptrons for lrp balm/lrp protectant
products that meet the criteria established in § 201 66(d)(10) The

specifications for products formulated and labeled asa hp protectant or lrp
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balm that meet the criteria estabhshed in § 201. 66( )(10) are in § 347 50(8) of ‘, - o

the skin protectant final monograph. In making this determination forhp_ I

protectant/lip balm products, the agency considered a number of factors that

were discussed in the final rule that established the new OTC drug product

labeling format in § 201.66 (64 FR"13'25JZI"at"'1'" 3’2“7’0). These factors include the

risks and benefits of the drug, the intended use, and the need to communlcate o

limitations or restrictions about the use of the product to the target populatlon;‘ i

Lip protectant/hp balm products are typlcally packaged in small amounts i |

applied to limited areas of the body, have a hlgh therapeutlc 1ndex carry

‘extremely low risk in actual consumer use situations, provrde a favorable o

public health benefit, requlre no spec1f1ed dosage hmltatlon and requlre few - |

specific warnings and no general warmngs (e 8 pregnancy or overdose |

warnings). For these reasons, the agency has concluded that Ipnmlmal |
information is needed for the safe and effective use of such products. -

The agency is also 1nclud1ng in thrs flnal rule some mod1f1ed labehng

requirements in § 347. 50(f) of the frnal monograph for products contamlng only

cocoa butter, petrolatum or whrte petrolatum srngly or 1n comblnatlon W1th ) : | N ’} |

each other when marketed other than asa hp protectant or lip balm. In makmg

this decision for cocoa butter the agency considered the factors dlscussed in

the previous paragraphs and the Panel s recommendatlons on cocoa butter The o

Panel stated in 1ts safety evaluatlon of cocoa butter (43 FR 34628 at 34635)
that “No reports regardmg the safety of cocoa butter have been spec1f1cally
identified. However, the Panel recognrzes that 1ts safety has been estabhshed

by its wide and contmuous use 1n pharmaceutlcal products and cosmetlcs -

Chmca] and marketlng experlence has conflrmed that cocoa butter is safe 1n L

the dosage range used as a skin protectant.” Thus, these products havean



extremely low risk in actual consumer use srtuatrons In addltlon the agency -
has considered the OTC uses for this 1ngred1ent as prov1d1ng temporary |
protection of minor cuts, scrapes burns, ‘and chapped or cracked skrn and hps

| Apphcatlon to these areas for these uses WIH likely be 1nfrequent and to

| hm1ted areas of the body In makmg thls dec151on for petrolatum and Whlte T

petrolatum, the agency con31dered the factors dlscussed in the prev1ous

paragraphs, the Panel’s recommendatrons, and the ewdence anddata described e
in section II., comment 29 of this document The Panel state "ts#safety

evaluation of petrolatum preparatlons (43 FR 34628 at 34
is not absorbed through intact or 1n]ured skin and is nelther sensmzmg nor
irritating. Large amounts are essentlally nontoxrc when mgested in l1qu1d

laxative preparations. Clinical and marketlng experlence has conflrmed that a

- petrolatum is safe in the OTC dosage range‘ used as a skin pro’tectant.” As noted .
for cocoa butter,‘ the agency has consideréd the OTCuSGSfortheselngredlents B
and believes that application to these areas for these uses will likely be
infrequent and to limited areas of the body ‘The ‘agency concdludes that
petrolatum and white petrolatum have an extremely low rrsk m actual
consumer use situations. Moreover both products prov1de a favorable pubhc

health benefit, require no spec1f1ed dosage_hmltatron, and reqmre few ,(specrfrcm -

339) that “Petrolatum -

warnings nad no general warnings (e.g., pregnancy or overdose warnings).

V- Sty of & 347:2}»0((1) and Part 352 s i b S o S8 0 i

The agency is lifting the stay for the sunscreen monograph in part 352
for the sole purpose of amendmg the codified language as set forth in the skrn »' o
protectant final monograph. Once the codified longuago is amended, part 352

“will remain stayed indefinitely. The agency 1salso staying § 347.20(d) because
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it involves combination products that contain sunscreen active ingredients. To

the extent that 5 USC 5\‘5;,3fapp1ies to this action, it is exemptfrom notice :

and comment b,ecauseit constitutes a rule of procedure under 5U.S.C.
553(b)(3)(A). Alternatively, the agency’s implem‘entation, Of this actiyon w1thout ‘,

‘ opportumty for pubhc comment com es w1th1n the good cause exceptlons in

5 U.S.C. 553(b)(3)(B) in that obtalnmﬂ "pubhc comment 1s 1mpract1cab]e

unnecessary, and contrary to the public mterest The agency comphed W1th - o

the notice and comment procedures in 5 U.S. C 553 when it 1ssued the skln |

protectant final monograph set forth in thlS notlce The agency 1s hftlng the -

stay for part 352 in order to. revrse part 352 to be consrstent wrth,that
monograph As the agency stated in the Federal Reglster of December 31 2001 | |

(66 FR 67485), FDA intends to pubhsh a proposal to amend part 352 in order o

to dovelop a comprehensive sunscreen morograph that addresses formulation,

labeling, and testing requirements for both ultraviolet B (UVB) and ultraviolet

A (UVA) radiation protection. That am‘endment will propose anew effective
date for part 352 and for § 347 ZO(d) Thus there wﬂl be an opportumty for

to part 352. In accordance with 21 CFR 10 'O(e)(l) FDA is prov1d1ng an

opportunity for comment on whether this partial stay should be modl,fled;dff B

revoked.

VI. Analysis of Impacts

An analysis of the costs and benefrts of thlS regulatlon conducted under o R

Executive Order 12291, was dlscussed in the TFM for OTC skin protectant drug | |

products (48 FR 6820 at 6831) The agency certified that under the Regulatory

Flex1b1hty Act the proposed rule would not have a srgmfrcant economlc 1mpact -



ona substantral number of small ent1t1es No comments
economic impact of this rulemaklng s
FDA has examined the impacts of the frnal rule under Executlve Order
12866, the Regulatory Flexibility Act (5 U.S.C. 601-612), and the Unfunded
Mandates Reform Act of 1995 (2 USClSOletseq) Executive Order 12866

directs ag‘encies" to assess all cvostsandwbe'n'efits of avaixl"able”reéulatory R

ré receivedonthe

alternatrves and when regulatlon is necessary, to select regulator‘ approaches' B 2 t. o

that maximize net benefits (mcludmg potentral economic, env1ronmental
public health and safety, and other advantages; dlstrlbutrve ‘n‘npacts; ’and

equity). Under the Regulatory Flexibility Act, if a rule may have a significant

economic impact on a substantial number of small entities, an agency must
analyze regulatory options that W(juld ‘minirnizeanys"ign"ificant impact of the
rule on small entltles Sectlon 202(a) of the Unfunded Mandates Reform Act

of 1995 requires that agencies prepare a ertten statement and economic

analysis before proposing any rule th,atvm»ayre,sultum an expenditure by State,

local, and tribal governments, in the aggregate, or by the private sector, of $100
million in any one year (adjusted annually for 1nﬂat10n] The proposed rules
~ that have led to the development of thls flnal rule were pubhshed on February - “
15, 1983, and October 3, 1989 before the Unfunded Mandates Reform Act of |
1995 was enacted. The agency explarns in this f1na1 rule that the flnal rule

will not result in an expenditure by State, local and trrbal govemments 1n y |
the aggregate, or by the private sector, of $100 million in any ono year.

- The agency concludes that this final rule is COn'Sistent“‘Wi‘th thefprinCiples

set out in Executive Order 12866 and in these two statutes The frnal rule 1s . 1 e o

not a significant regulatory action as deflned by the Executrve order and so I N N

is not subject to review under the Executive order. The UnfundedMandates



Reform Act does not require FDA to prepare a statement of costs and benefits
for this final rule, because the final rule is not expected to result inany 1-
- year expenditure that would exceed $100mllhon a“djusted for :inflation';;’l"he o
~current inflation adjusted statutory threshold is about $110 mrlllon |

“The purpose of this fmal rule is to estabhsh allowable monograph

1ngred1ents and labehng under Wthh OTC skm protectant drug products are f
generally recogmzed as safe and effectlve Of the 29 actlve 1ngred1ents -
considered in this final rule 19 are be1ng 1ncluded in the flnal monograph

while 10 are not. Of the 10 not 1ncluded 1 is deferred to the flnal rule on

OTC skin protectant dlaper rash drug products and 1 may be 1ncluded pendrng ,\

development of a USP/NF monograph for the 1ngred1ent

be reformulated to delete and replace the 1ngred1ent(s) w1th another
(monograph) skin protectantractwe lngredlent or an inactive vehicle. As
dlscussed in sectlon 1, comment 34 of thls document at least three and maybe

five of these eight ingredients also could be used as 1nact1ve (veh1cle)

1ngred1ents in topical drug products Therefore some of these manufacturers ,

may be able to relabel their products Wrthout reformulatlons to comply wrth
this rule.

The agency’s Drug L1st1ng System 1dent1fles approx1mately 4, 000 drug

products contalmng these 8 1ngred1ents however only a hmlted number of
these products list these 1ngred1ents as actrve for a skm protectant drug product
(table 2} in the next paragraph of this document

ThBLe 2 NUMBER OF MARKETERS AND-
~ PRODUCTS LiSTING INGRED

- ACTIVE "
No. of Mar- | No.':of Prod-
, !ngredlent» keters “ticts
Boric acid ) 21 ‘ 22
; Cetyl alcohol . 3 9
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The cost to reformulate a product will vary greatly dependlng on the R
" nature of the change in formulatron the product the process and the size of |

the f1rm ‘Some of the 33 manufacturers of the 50 products contalmng

nonmonograph active ingredients may not have to reformulate For those -

products that need reformulatlon the cost can be srgmﬁcant Because of the o

large number of monograph actlve 1ngred1ents avallable for reformulatlon no
manufacturer should need to change its dosage form however it will have
to redo the Vahdatmn (product process new suppher) conduct stabrllty tests

and change master productlon records The agency estrmates the cost of

- reformulation to range from $100,000 to $500, 000 Therefore 1f all 50 products .

are reformulated, the mrdpomt of the cost est1mate 1mphes total costs of $15 o

mllhon However, the agency beheves the total costs W111 be much smaller

‘because not all manufacturers wrll have to reformulate and some may choose

to discontinue a product line 1f sales are too. low to ]ust1fy the added cost and/ o
or they also produce substltute products that do not requlre reformulatlon
‘Because these products must be manufactured in comphance wrth the |

| pharmaceutlcal current good manufacturmg practlces (21 CFR parts 210 and

211), all firms would have the necessary skills and personnel to porform these

tasks either in-house or by contractual arrangement. No additional professional

skills are needed.

“This final rule establishes the monograph for OTC skin Pmtectaﬂtdmg R

products and will require relabeling of all products covered by the monograph.

The agency’s Drug Listing System identifies approximately 1,500 OTGskin

protectant drug products containing the 29 ingredients covered by this final

“rule. It is likely that there are a number of additional products thatarenot

currently included in the agency’s system. Also, as indicated previously,a




number of the skin protectant ingredients can be and often are used as inactive

ingredients in‘many of the‘O:TC d’ru‘g produCts in’cluded in theDrungstlng s

System. While it is difficult to determine an exact number the agency ;

estimates that 2,000 to 2,500 OTC stockkeeplng unlts (SKUs) (1nd1v1dual

products, packages, and sizes) will need to be relabeledbasedonthlsfmal B

rule. Based on informati'on'i'n the Drug Listing System, the agency estimates,, l

Marketers, however, generally doﬁ not incur thesercosts beﬂcausemanufacturers

of OTC drug products are usually responsible :'fo,r ,produ(:t labeling,‘ testmg, and

formulation.

Estrmates of relabehng costs for the type of changes requlred by thls rule o -

vary greatly and range from $500 to $15, 000 per SKU dependlng on whether o

the products are natlonally branded or prlvate label The agency assumes the | -

same weighted average cost to relabel (1 e, $3 600 per SKU) that 1t estlmated D

for the final rule requiring umform label formats of OTC drug products (64

FR 13254 at 13279 to 13281). Assuming 2,000 to 2,500 affected OTC SKUs B

in the marketplace, total one-time costs of‘r'éla'bél‘ihg would be $7.2 to $9 0 o

million. Because frequent labellng rede31gns are a recogmzed cost of domg S

business in the OTC drug mdustry, these costs may be less Manufacturers that i

make voluntary market drrven changes to thelr Iabelmg durmg the o
1mplementat10n period can 1mplement the regulatory requxrements for a
- nominal cost. The fmal rule would not requtre any new reportlng or o o

recordkeeplng act1v1t1es

This final rule may have an econormc 1mpact on some small entltles The f -

agency’s Drug Listing System 1nd1cates that about 700 marketers w111 need to o

relabel, and that thls relabehng w1ll be prepared by about 200 manufacturers N
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most of which are private label or contract manufacturers Based on the Small

Business Administration’s determrnatlon that a»_k}small firm in thrs, mdustry has o

fewer than 750 employees roughly 70 percent of the flrms are con31dered

small. The economlc impact on any partrcular firm is very drfhcult tovmeasure’,‘ ‘ - o

because it Will_vary with the type and number of :products affected,thenumber -

of SKUs per product, and the ability’ to coordinate these label changes with

those required for other purposes. For example, assuming average industry

costs, a small company that had 5 productsWith 3 SKUs each, “for' a tOtaI Of V

15 SKUs, would experrence a one-time cost of $54 OOO (15 X $3 600) A small

~ private label manufacturer with the same product hne and 10 customers per B

SKU, for a total of 150 SKU s, would experlence a one- trme cost of $54O 000

(150 x $3, 600) If one or more products needed to be reformulated the costs ) o

‘would increase by $100, OOO to $500 000 per reformulatlon Some of these
- relabeling costs may be mitigated to the extent that manufacturers can

- coordinate this relabehng wrth relabehng requrrements for the standardized

format and content labehng requlrements of OTC drug products (§ 201. 66) and o

‘add1t10nal year.Therefore, many of the labehng rev131‘ons,”n‘1‘ay be done in the b

normal course of business. These steps should help to mlmmlze the impact

on small entities by provrdmg enough time for 1mplementat10n to enable S

entities to use up existing labeling stock. The agency beheves that these actions

provide substantial flexibility and reductlons in cost for small ent1t1es

The agency con51dered but re)ected several labehng alternatrves” (1) A
shorter or longer 1mplementat10n perlod and (2) an exemptron from coverage
for small entities. While the agency believes that consumers Would beneflt

from having this new labeling in place as soon as possible, a longer time period
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would unnecessanly delay the beneflt of new labellng and rev1sed
formulations, where apphcable to consumers The agency re]ected an " V

exemption for small entities because the new labellng and revrsed

formulations, where apphcable are also needed by consumers Who purchase
products marketed by those entrtres However a longer (24-month) comphance

date is belng provided for products with annual sales less than $25 OOO

.This analy31s shows that the agency has undertaken 1mportant steps to S

reduce the burden to small entltles Thus thls economlc analy51s together w1th"

other relevant sections of this document serves as the agency S frnal regulatory -

flexrbrhty analy31s as requlred under the Regulatory Flexrbllrty Act

VIIL Paperwork Reduction Act o,f 1995

FDA concludes that the labeling r’equirements in this document arenot

subject to revrew by the Ofﬁce of Management and Budget because they do N " -

not constitute a “collection of 1nformat10n under th“ "'P_aperwoﬂ( Reductron o

Act of 1995 (44 U. S C. 3501 et seq ). Rather the labehng statements area B

“public dlsclosure of 1nformatlon onglnally supphed by the F‘

Government to the recipient for the purpose of dlsclosure to the pubhc” (5 L -

CFR 1 320.3(C)(2)).
VIIL. Federalism '

FDA has analyzed this f1nal rule 1n accordance W1th the prlnc1ples set

forth in Executive Order. 13132. FDA has determlned that the rule does not ‘

contain pohcres that have substantral dlrect effects on the States on the

relationship between Natronalﬁovernment _and ‘the ,States, or on the

distribution of power and responsibilities among the various levelsof

government. Accordingly, the agency has concluded that therule dogsnot |
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contain policies that have federalism implications as defined in the Executive.

order and, consequently, a federalism summary imbact statement is not

required.

IX. Environmental Impact

- The agency has determif,ned under 21 CFR2531(a) thatthls Taction 1s of

a type that does not individually or cumulatively have a signi‘ﬁcant effecton

the human environment. Therefore, neither an environmental assessmentnor

an environmental impact statement s féquired; ,
X. Request for Comments

This final rule includes reduced labeling requirements ,fo;yrk:produt*,ts

_formulated and labeled as a lip protectant that meet the criteria eStabliShed e

in §201.66(d)(10) (see § 347 60(e)); for products containing only cocoa butter |
petrolatum or white petrolatum 1dent1f1ed 1n § 347 10(d) (m) and (r) used | -
singly or in combination wrth each other and marketed other than as a hp -

protectant (see §347 60(ﬂ) for sunscreen drug products labeled for use only

on specific small areas. of the face (e g hps nose ears and/ or around eyes)

and that meet the criteria estabhshed in § 201. 66(d)(10) (see §‘352 52(f)); and

§352.60(b)(2), (c), and (d)) ‘Some of this reducedj a.,mg results from the sk

modified labehng format for OTC drug products in § 201 66(d)(10) Wthh chd
not exist when the TFM and amended TFM were pubhshed Some of thlS

A

- reduced labehng is in response to comments spec1ﬁcally addressmg petrolatum

and white petrolatum which the agency has extended to cocoa butter The B

agency is providing 90 days for comment on the spec1f1c labehng requ1rements o

discussed in this section. Comments should be 1dent1fled w1th the docket o
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number found in brackets in the heading of this document Three copies of

all mailed comments are to be submitted. Individua]s submitting written

comments Or anyone subrnlttlng electronlc comments may submlt one copy

Received comments may be seen in the Dockets Management Branch (see |

ADDRESSES) between 9 a.m. and 4pm, Monday through Frlday If the |

comments justify a change in labehng, the agency will propose to amend the o o

final monographs accordingly at a later date. Because the amendment process

can take a significant period of time, InanufaCtnrers of the prodncts coyeredw
by this final rule should 1mplement the labehng stated therern at thls tune .

unless the compliance date has been stayed
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List of Subjects

21 CFR Part 310

Admlmstratlve practlce and procedure Drugs Labehng, Medlcal dev1ces ’ |

Reportlng and recordkeepmg requlrernents

21CFRParts 347and 352 e

Labeling, Over-the counter drugs

Therefore, under the Federal Food Drug, ,and Cosmetlc Act and under o

authorlty delegated to the Comm1331oner of Food and Drugs 21 CFR parts 310 -

347, and 352 are amended as follows R

PART 31 O—NBN DRUGS

1. The authorlty c1tat10n for 21 CFR part 310 contlnues to read as follows

Authorlty 2‘1 USC 321 331 351 352 353 355 360b 360f, 360),361(3) 371
374, 375, 3798, 42USC 216 241 242(8) 262 263b 263n V

2. Section 310.545 is amended by revising paragraphs (@(18)6), @(B)Y),
(a)(18)(vi), and (d)(1), and by adding paragraph (d)(32) to read as follows:
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§310545  Drug products containing certain active ingredients offered overthe-

counter (OTC) for certain uses.
(a) x X%
(18) * * *
(i)(A) Ihgfediehts—prproved as of May71991 B |
Allantoin (wound ‘heﬂaling claims only) | |
Sulfur
Tannic acid
Zingc acetate (wound h,e,a,l'ing claiiﬁ‘sf only) N

P

(B) Ingredients—Approved as of [msertdate 12 monthsaﬁerdateof

publication in the Federal Register]; [insert date 24 months after dateof

publication in the Federal Register], for products with annual sales less than

$25,000.
Beeswax
- Bismuth subnitrate
Bo‘rié acid -
Cetyl alcohol
Glyceryl stearate
Isopropyl v‘ptalmitate
Live yeast cell derivative
Shark liver oil
Stearyl alcohol

(v) Insect bite and stmg drugproducts e |

Alcohol



Alcohol, ethoxylated alkyl

Ammonia solution, strong

Ammonium hydroxide

| Camphar |
Ergot ﬂuidkeXtraCt
Ferric 'chlaride;
Menthol
Peppermint oil
Phenol

Pyrﬂaminé méieaté
Sodiuta bo;’f,a’te’,z N
Trolamine

,’ ‘TUrpetlt\i:I‘ieybil o

Zirconium oxide
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(B) Ingredzents———Approved as of msert date 1 2 months aﬁer date of

~ publication in the Federal Reglster] [1nsert date 24 months after date of

publication in the Federal Register], fqr‘pﬁrpdlgcts‘.\m{h annual saleslessthan

Beeswax |
Bismuth subnitrate
Boric acid

Cetyl alcohol
Glyceryl stearate V‘

Isopropyl palmitate |




60

: Live,yeaSt cell demvatlve T R

Shark liver oil
Stearyl alcohol

* * * * *

(vi) Poison ivy, poison oak, and poison sumac drug prodﬁcts; ‘

(A) Ingredients—Approved as of May 7,991

Alcohol

Anion and cation exchange resins buffered

Benzocaine

- Benzyl alcohol
Bismuth subnitrate
B;ithionol’

“Boric acid

Camphor

Chloral hydréte

Chlorpheniramine"‘ maleate
Creosote

Dip’erodoﬁ hy‘dfochloride
Diphenhydramine hydrochloride
Eﬁcalyptus oil |

Ferric chloride

Glycerin =~

Hectoi‘ité
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Hydrogen péroxide
Impatiens biflora tincture .
Iron oxide
Isopropyl alcohol
Lanolin
Lead acetate
Lidocaine
Menthol
Merbromin
Mercuric chloride
Panthenol o
‘Par’ethox,ycaine hydrochloride
Phenol
Phenyltoloxamine dihydrogen citrate
Povidone-vinylacetate copolymers
Salicylic acid | |
Simethicone
‘ "Tannic acid
TopiCal starch
‘Trolamine
‘Turpentine Oﬂ
Zirconium oxide
Zyloxin

(B) Ingredients—A pprovevd as of {iri\sert“ddte' 12 months aftéi' date of -

‘publication in the FEdgra‘l‘"‘Registér]}_y[insertldaie; 24months ther ﬁda‘te of | i



62

‘publication in the Federal Register], for products with annual sales IGSSthUH o

$25,000.

Beeswax .

‘Bismuth subnitrate

Boric acid

kCetyI alcohol

Glyceryl stearate

Isopropyl palmitate

Live yeast cell derivative

‘Shark liver oil

| .Stearyl alcohol
(@ * =

(1) May 7, 1991, for’products subject to paragraphs (a)(1) through (a)}(Z)i(i’),

(@), (@)(4), @(6)A)(A), (2)(6)(1)(A), (a)(7) (except as covered by paragraph  ,

(d)(3) of this section), (a)(8)(1), ()(10)(i) through (a)(10)(iii), (2)(12)(i) through
(@)(12)(iv)(A), (a)(14) through (a)(15)(1), (a)(16) through (2)18)(i)(A), (a)(18)(i1)
(except as covered by paragraph (d)(zz) of this section),‘ (a)(y1’8)[‘ii’i), (a](lB)ﬁ(h;){, )

(a)(18)(v)(A), and (a)(18)(vi)(A) of this section. .~~~ o

* *x * * *

(32) [1nse1't date 12 months after date of pubhcatzon in the Federal
Register], for products subject to paragraphs (a)(18)(1)(B] (a)(lB)(v)(B) and
(a)(18)(vi)(B) of this section. [1nsert date 24 months after date ofpubhcatmn

in the Federal Register], for products W1th annual sales 1ess than $25 000
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PART 347—SKIN PROTECTANT DRUG PRODUCTS FOROVER-THE-

COUNTER HUMAN USE
3. The authority citation for 21 CFR part 347' contmuestoreadasfollows
Authorlty 21 U. S C. 321 351 352 353 355 360 371

4. Part 347 is amended by reV1s1ng the headmg for subpart A toread as,
follows: |

Subpart A—General Provisions

* * * * *

5. Section 347.3 is revised to read as follows:

§347.3  Definitions.

As used in this part:

Astringent drug product. A drug product applied t’o the sl<1n or rnucoua

membranes for a local and l1m1ted protein coagulant effect. | | |

Lip protectant drug product. A drug product that temporarlly prevents
dryness and helps relieve chapping of the exposed surfaces of tlte lips;
traditionally called “lip balm.”

Po1son 1vy, oak, sumac dermatztIS An allerglc contact dermatltls due to.
exposure to plants of the genus Rhus (pmson 1vy, p01son oak po1son sumac)

~ which contain urushiol, a potent sk1n—sens1tlzer

Skin protectant drug product A drug product that temporarlly protects

injured or exposed skin or mucous membrane surfaces from harmful or

annoying stimuli, and may help prov1de relief to such surfaces.

6. Section 347 10 is rede&gnated as § 347 12 and rev1sed and subpart B o

fconsmtlng of anew § 347. 10 newly rede51gnated § 347 12, and new § 347 20

is added to ,read as follows.
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Subpart B—Active Ingredients
Sec. |
347.10 Skin protectant ac'tive jngredientrs.
347.12 Astringent active ingredients.

347.20 Permitted combinations cf@gtmemingredients.

Subpart B—-—Actlve Ingredlents o e
§347.10  Skin protectant active mgredlents |

The active ingredients of the product consist of any of the followmg,

within the concentration spec1f1ed for each 1ngredlent
(a) Allantoin, 0.5 to 2 percent. | |
(b) Aluminum hydroxide gel, 0.15 to 5 percent.
~ (c) Calamine, 1 to 25 percent.

(d) Cocoa butter 50 to 100 percent

(e) Cod hver oil, 5 to 13.56 percent in accordance w1th § 347 ZO(a)(l) or

(a)(z), pr0v1ded the product is labeled so ﬂlatihe,quantlty used ina 24—hour

 period does not exceed 10,000 U.S.P. Units vitamin A and 400 U.S.P. Units

cholecalciferol.

(f) Colloidal oatmeal, O.V‘O()?&percentminirnuni; 0.003 percent minimum in

combination with mineral oil in accordance with § 347.20(a)(4).

(g) Dimethicone, 1 to 30 percent.
(h) Glycerin, 20 to 45 perCent." '
(1) Hard fat, 50 to 100 percent."
G) Kaolin’,‘ 4 to 20 percent.

(k) Lanolin, 12.5 to 50 percent.

(1) Mineral oil, 50 to 100 percent; 30 to 35 percent in combination with o

colloidal oatmeal in accordance with § 347.20(a)(4).

(m) Petrolatum, 30 to 100 percent.



(n) [Reserved] |
(0) Sodium bicarbonate.
(p) [Reserved] o
(q) Topical starch, 10 to 98 percent
(r) White petrolatum, 30 to 100 percent.
(s) Zinc acetate, 0.1 to 2 percent. |
(t) Zinc carbonate, 0.2 to 2 percent.
(u) Zinc oxide, 1 to 25 percent.
§347.12 Astnngent achve mgredlents
The active 1ngred1ent of the product consists of any one of the follewmg

within the specified Concentratlon estabhshed for each 1ngred1ent

(a) Aluminum acetate, 0.13 to 0.5 percent (dependlng on the formulatlon )
and concentration of the marketed product, the manufacturerymust prov;de
adequate directions so that the resulting solution to be used by Fh?C?’nSPInP?,\ .
contains 0.13 to 0.5 percent aluminum acetate). | S

(b) Aluminum sulfate 46 to 63 percent (the concentratlon is based on the
anhydrous equivalent). |

(c) Witch hazel. |
§347.20  Permitted combinations of active ingredients.

(a) Combinations of skin prO‘teeftenﬁt:’dCtive iﬁgredfehyts:.' (1) Any W0 or more

“of the ingredients identified in § 347.10(a), (d), (), (1), (&), (1), (m), and(r)may |

be combined provided the combination 1slabeledaccord1ng to §34750(b)(1) |

and provided each ingredient in the combination is within the concentration

specified in §347.10.

(2) Any two or more of the 1ngred1ents 1dent1f1ed 1n § 347 10(&) (d) (e) B -
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is labeled according to § 347. 50(b)(2) and prOVidéd eaCh‘ ingrédient inthe -
combination is within the Concentratlon spec1fled in § 347 10. | |
(3) Any two or more of the lngredlents 1dent1fled m § 347 10(b) (C) (),
(s), (1), and (u) may be combmed prov1ded the combmatlon Is labeled accordir;g

to § 347.50(b)(3) and prov1ded each mgredlent in the Combmatlon is Wlthm

the concentration specified in § 347.10.

(4) The ingredients 1dent1fled in §347. 10(ﬂ and (l) may be Combmed )

provided the combination is labeled accordlng to § 347, 50(b)(7) and prov1ded

each ingredient in the comblnatlct)‘n is W;thl,_n‘ thgppnqegtgaggg specified in
§347.10.

(b) Combinations of skin protectant and extema] ana]gesm act1ve
ingredients. Any one (two ‘when required to be in combmatlon) or more of
the active ingredients identified in § 347.10(a), (d), (¢), (), (k), (1), (m), and (1)

~may be combined‘ with any of the following genetally recogmzed assafeand N
effective external analgesic active ingr‘ediehtsi Single amlneand ‘,‘“C:,a,i(n.e"‘fi-ty?}‘)’e
local anesthetics, alcohols and ketones, ahtihistamines, 'oryany permitted ‘

 combination of these ingredients, but not with hydrOcoi?ti'sone? provided the
product is labeled according to § 34_7-60k(b)(1)- |

(c) Combinations of skin protectant and first aid antiseptié active
ingredients. Any one (two when requlred to be in combmatmn) or more of

the active ingredients 1dent1fled in § 347. 10(a) (d) (e) (1) (k) (l) (m) and (r)

may be combined with any generally recognized a;shsa,few @Ilﬂ effectwe\smgle

first aid antiseptic active ingredient, or any permitted combination of these

ingredients, provided the,,‘produ(:t is labeled ’accord’ing"td§' 347.60(b)(2).
(d) Combinations of skin protectant and sunscreenact1ve1ngred1entsAny “

one (two when required to be mcombmatlon) or more of the skin protectant
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;actlve mgredlents 1dent1f1ed in § 347 10(a) (d) (e), (g) (h) (), (l() (l) (rn) and
(r) may be combined with any generally recogmzed as. safe and effectlve smgle
sunscreen active 1ngred1ent or any permltted Combmatron of these 1ngred1ents ”

prov1ded the product meets the condrtlons in § 352 ZO(b) of thls Chapter and’

7. Section 347.20(d) is stayed until further notice.

8. Section 347.50 is redesignated as § 347 ;52f and ,reyised, and subpart C,
consisting of a new § 347.50, newly redesignated §'3'47‘."5"2’; and new §347.60,
is added to read as follows: | | | :

Subpart CéLabeling

Sec.

347.50 Labeling of skin protectant drug’preduet’s.‘

347.52 “Labeling of astringent drug producte;,

347.60 Labeling of permitted combinations of ac’t;if\:zeingredients.
Subpart C—Labeling |
§347.50  Labeling of skin protectant drug p’rOdchte B

A skin protectant drug product may have more than one labeled use and
labehng appropriate to different uses may be combmed to ehmmate |
duplicative words or phrases as long as the labehng is clear and
understandable. When the labelmg of the product contalns more than one
labeled use, the appropriate statement(s) of 1dent1ty, 1nd10at10ns warmngs and
directions must be stated in the labeling. |

(a) Statement of identity. The labeling of the product contains the
established name of the drug, if any, and 1dent1f1es the product w1th one or

more of the followmg
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(1) For any‘ product. “Skin protectaht” (‘optioual, may add dosage form,
e.g., “‘cream,” “gel ” “lotion,” or omtment”) | 3
(2) For products coniammg any mgredJent in §347 10[b] [c] i), [s) {t]
and (u). “Poison i ivy, oak, sumac drymg” [optlonal may add dosage form e. g .

PR AN Y

“‘cream, gel,” “lotlon or omtment”)

(3) For products contammg any 1ngredJent1n §347 10[b) (c), (f), (). (o)

(s), (1), and (u). “Poison ivy, oak, sumac protectant

(b) Indications. The labeling of the product states under the headmg
“Uses,” one or more of the phrases listed in thlsp paragraph (b),was approprlate.
Other truthful and noumisleading Statements, describlug’"ouly‘ theuses that -
have been established andﬂ,}lis,ted_;iir_r,Tth;i:sﬁparagraph (b), may alSO be used, as
provided in § 330.1(c)(2) of this chapter, subject to the provisibns of sectiou |
502 of the Federal Food, Drug, and Cosmetic Act (the act) relatfng to |

'mlsbrandmg and the prohrbltlon in sectlon 301(d) of the act agamst the

unapproved new drugs in Vlolatlon of sectlon 505(a) of the act ‘

(1) For products containing any ingredient i m §347. 10(a] (d) (e) (1) (k} N

(1), (m), and (r). The labehng states “temporanly'protects mm,or; [bullet]‘1 cuts .

[bullet] scrapes [bullet] burns

(2) For products contammg any mgredJent in §347 10{a) (d) (e) [g) (h}

(i), (k), (1), (m), and [r]—{z) The labehng states “temporanly protects (Wthh‘ o

may be followed by: “and helps relieve”’) “chapped or cracked skm” (Wthh k

may be followed by: “and lips”). This statement may be followed by the

optional statement: “helps protect from the drymg effects of wmd and cold

weather”. [If both statements are used each is preceded by a bullet 1

1 See § 201 66(b)(4) of this chapter for definition of bullet symbol
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(ii) For products formu]ated as a lip protectant The labehng states '
“temporarily protects” [Wthh may be followed by and helps reheve )
“chapped or cracked lips”. This statement may be followed by the optlonal -
statement: ‘‘helps protect lips from the drylng effects of wmd and cold
weather”. [If both statements are used, each is preceded by a bullet ] |

(3) For products containing any mgred}ent in § 347. 10(b) (c} (]) [s) [t)
and (u). The labeling states ‘“‘dries the oozing and weeping of poison: [bullet]
ivy [bullet] oak [bullet] sumac” | o

(4) For products containing co]]mda] oatmea] Jdentzﬂed m § 347 10(ﬁ The
labeling states “temporanly protects and helps relleve mlnor skln 1rr1tat1on and o
itching due to: [select one or more of the followmg [bullet] rashes [bullet] -

eczema’ ’[bullet] poison ivy, oak, or sumac’ ’[bullet] 1nsect bltes 1.7

(5) For products containing sodium bJCarbonate JdentJﬁed 1n §347 10{0}

The labeling states ‘‘temporarily protects and helps reheve mlnor skm 1rr,1tet,19n / | N

and itching due to: [bullet] poison 1vy, oak O sumac [bullet] 1nsect bltes

(6) For products containing topical starch 1dent1f16d n § 347. 10(q] The

labeling states “temporanly protects and helps reheve minor skin irritation”,

(7) For products contammg the combination of 1ngred1ents m.
§ 347.20(a)(4). The labeling states “temporanly protects and helps reheve N

minor skin irritation and itching due to: [select one or more of the followrng

rashes’ or ezema’).” [If both conditions are used, oach is preceded by a .

bullet.]

(c) Warnings. The labehng of the product contams the fo]lowmg warmngs S

under the heading “Warnlngs o ,
(1) “For external use only” in accord with § 201.66(c)(5)(i) of this,chap;ter.

For products containing only mineral oﬂln § 3471 O(l] or sod‘ium bicarbonate
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in § 347.10(0), this warning may be omrtted 1flabelmg for oral use of the g )
produot is also prov1ded |
o (2) “When using this product [bullet] do not get into eyes

(3) “Stop use and ask a doctor if [bullet] condition worsensﬂ[bullet]
- symptoms last more than 7 days or clear up and occur again within a few | |
days”’. | | | |

(4) For products labeled aocordmg to § 347 50(b)( ) r(b )(2) “Do not use f )
on [bullet] deep or puncture wounds [bullet] ammal b1tes [bullet] serrous |
burns”. | |

(5) For products containing collmdal oatmeal 1dent1f1ed m § 347, 10(ﬂ -

when labeled for use as a soak in a tub “‘When usmg this product [bullet] ,’
to avoid slipping, use mat in tub or shower , ’
(6) For powder products Contammg kaolm 1dent1f1ed in § 347 10(]) or o
topical starch identified in §347.10(q)—(i) “Do not use on [bullet] broken | o
skin’’. M | : : e .
(ii) “When using this product [bullet] keep away from face;and mouth to
avoid breathing it”. ' kk | | |
(7) For products containing colloidal :voatmeel 1dent1f1ed1n §347.10(f) or

‘sodium bicarbonate identified in § 347.10(0) when labeled for use as a soak,

compress, or wet dressing. “When using this product [bullet]m some skm e

conditions, soaking too long may overdry”.
" (d) Directions. The labeling of the product contains the following
‘statements, as appropriate, under the headlng “Dlrectlons |
(1) For products ]abe]ed according to § 347 50(b][1) {b][Z) (b](3) (b)[5)
or (b)(6). The labeling states “apply as needed”. | ,
(2) For products containing col]o1da] oatmea] 1dent1ﬁed in § 347 10[ f}——

(1) For products requiring dispersal in water. The labeling states “[bullet] turn
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warm water faucet on to full force [bullet] slowly sprinkle” (manufacturer to

insert quantity to be used) “of colloidal QathaLdi}Z@Qﬂy under thé faucetmto .

the tub or container [bullet] stir any colloidal oatmeal settled on the bottom™.

(A) For products used as a soak in a bath. The mailufactui*er ,must proVide

adequate directions to obtain a SOhlthIl contamlng a minimum of 0.007

‘percent colloidal oatmeal or 0.003 percent collmdal oatmeal 111 the oﬂated form S

for a tub bath, sitz bath or infant bath, or a minimum of 0. 25 percent collmdal

oatmeal for a foot bath. “For use as a soak in a bath: [bullet] soak,affectedwm’

‘area for 15 to 30 minutes as needed, or as directed by a doctor [bullet] pat
_dry (do not rub) to keep a thin 1a}‘78r1 on the sklnw e S R S e B R LR
(B) For products used as a compress er 'Wet dressing. The manufacturer

must provide adequate directions to obtain a solution containing a minimum

of 0.25 percent colloidal oatmeal. “For use as a compress or wet dressing:
[bullet] soak a clean, soft cloth in the mixture [billiet} ap‘pbly el“’oth loosely \té
affected area for 15 to 30 minutes [bullet] repeat ,as"eneeded oras dlrected by
a doctor [bullet] discard mixture after eachuse” o
(i) For topjcaz products intended for direct application. The labeling states
“apply as needed”. ‘ | ) | ’ |

(3) For products containing sodmm bzcarbonate 1dent1ﬁed in § 347 10{ o]
The labehng states “[bullet] adults and chﬂdren 2 years of age and over

(i) The labeling states ‘“For use as a paSte: [bullet] add enough water to.
the sodium bicarbonate to form a paste [bullet] apply to 'th’e‘affected area of
the skin as needed, or as directed kby a doetei‘"’; B e

i) The labeling sates “For use as  soak in a bath: [bullet) dissolve 1

to 2 cupfuls in a tub of warm water [bullet] SO_ak;'eri 10 to 30 minutesas



72
needed, or as directed by a doctor [bullet]Pat dI‘Y (dO not TUb)tO keep ’althi,n
layer on the skin”". e e S S

(ii1) The labeling states “For use as a compress or wet dressing: [bullet]E

‘add sodium bicarbonate to water to make amixture in a COntai‘nerﬂ [bullet] soalé -

a clean, soft cloth in the mixture [bullet] apply Cloth loosely to affected area
for 15 to 30 minutes [bullet] repeat as needed or as dn‘ected by a doctor [bullet]‘
discard mixture after each use” o
(iv) Any of the directions in paragraphs (d](3)(1) (d)(3](11) or (d)(3)(111) of
this section shall be followed by the statement: “[bullet] ch1ldren under 2
years: ask a doctor”. | E
(4) For products containing a]umjnum hydfOdee ge] ‘fden,tif:ied [1'n[
- §34 7.10(b). The labeling states ‘‘[bullet] children underuﬁm’o‘nthS: ask a[
doctor”. | | - -
(5) For products containing glycerin identiﬁed in §347.10(h). The labellng |

states * [bullet] chlldren under 6 months ask a doctor

(6) For products containing zinc acetate 1dent1ﬁed in § 347 10[5] The |

~ labelmg states ““[bullet] children under 2 years: ask a doctor”.

(e) Products formulated and labeled as a ]1p protectant and that meet the o

criteria established in § 201.66( d)( 1 0) of this chapter The tltle headlngs -
‘subheadings, and 1nformat10n descnbed in § 201 66(c) of thlS chapter shall be
printed in accordance with the following spec1f1cat10ns ' |
(1) The labehng shall meet the requlrements of § 201. 66(c] of th1s chapter
except that the title, headings, and 1nformat10n descnbed 1n § 201 66(0)( ) |
(c)(3), (c)(6), and (c)(7) may be omltted and the headmgs subheadlngs and o

information described in § 201. 66(0)(2) (c)(4) and (c)(5] may be presented as | ” o

follows:
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(i) The actlve 1ngred1ents (§ 201 66(c)(2) of thls chapter) shall be hsted 1n
alphabetlcal order '

(i1) The headmg and the 1nd1cat10n reqmred by § 201 66( )(4) may be |
hmtted to: “Use [in bold type] helps protect” (whlch may be followed by and
reheve”) chapped lips”. '

(iii) The ‘‘external use only” Warmng n§ 347 50(c)(1) and in
§201.66(c)(5)(i) of this chapter may be omitted. The warmngs 1n § 347. SO(c)(Z)
and (c)(4) are not required and the warning in § 347 50(0)(3) may be rev1sed

to read “Stop use and ask a doctor if COIldlthIl lasts more than 7 days.”

(iv) The subheadings in § 201 66(c)(5)(111) through (c)(S)(V1) of thls chapter

‘may be omitted, provided the 1nformat10n after the headlng “Warnlng

contains the warning in § 347.50(e)(1)(iii).

(v) The warnings in § 201.66(c)(5)(x) of this chapter may be omitted.

(2) The labeling shall be printed in accordance with the requirernentsof .

§201.66(d) of this chapter except that any requ1rements related to

§ 201.66(c)(1), (c)(3), (c)(6), and (c)(7) and the honzontal barlmes and halrhneswW o

described in § 201.66(d)(8), may be om1tted

(f) Products contammg only cocoa butter, petro]atum or W]ute petro]atum ‘

and marketed other than asa I1p protectant (1) The labelmg shall meet the
requlrements of §201. 66(c) of this chapter except that the headlngs and |

information described in § 201. 66(c](3) and (c)(7) may be 0 m1tte d an d the |

headings, subheadings, and 1nformatlon descrlbed in § 201 66(c)(2) (c)(4) and, ’:

(c)(5) may be presanted as followsy o et LT e

() The active ingredients (§ 201.66(c)(2) of this chapter) shall be listed in

alphabetical order. |



chapter may be limited to “Use [m bold type] he]ps protect mmor cuts and o

burns” or “Use [in bold type] helps protect chapped skm or “Use [1n boldf” ’ : "

type] helps protect minor cuts and burns and chapped skm

(iii) The warning in § 347.50(c)(3) may be revised rtorcre,adf.‘,S.ee adoctor .

if condition lasts more than 7 days.”

(iv) The subheadings in § 201 66(c)(5)(1v) through (c)(S)(vu) of thlS Chapter )

may be omitted, prov1ded the 1nformat10n after the headlng “Warmngs
‘contams the warmngs in§ 347, 50(c)(2) (c)(4) and (f)(l)(m) .

(2) The labeling shall be printed in accordance with the requrrements of
§201.66(d) of this chapter except that any requirements related to .
§201.66(c)(3) and (c)(7) may be omitted. | S
§347.52 Labelmg of astrmgent drug products |

(a) Statement of 1dent1ty The labehng of the product contaln ithe B : ) TR

‘established name of the drug, 1f any, and 1dent1f1es the pIOduct as an G

astrmgent

(b) Indications. The labehng of the product states under the headlng
“Uses” any of the phrases hsted m thls paragraph (b) as approprlate Other ‘,: o
* truthful and nonmisleading statements descrlbmg only the 1nd1cat10ns for use

that have been established and hsted in thlS paragraph (b) may also be used

as provrded in § 330.1(c)(2) of this chapter sub]ect to the prov1srons of sectlon”
502 of the Federal Food, Drug, and Cosmetlc Act (the act) relatmg to |

misbranding and the prohlbrtron of section 301(d) of the act agamst the

introduction or delivery for 1ntroduct10n into 1nterstate comierce of
unapproved new drugs in v1olatron of sect1on 505(a) of the act

(1) For products contammg alummum acetate 1dent1f16d n § 347 12(0}

“For temporary relief of minor skin irritations due to: [select one or more of
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the following: ‘poison ivy,” 'poison oak,’ poison Sumac’ ’ins'eCt bites " ’athlete’s
foot,” or 'rashes caused by soaps, detergents cosmetlcs or ]ewelry ]

(2) For products contammg aluminum su]fate Jdentlﬁed in §347 12[b} for |

use as a styptic pencil. “Stops bleedmg caused by mlnor surface cuts and S ) , ,

abrasions as may occur during shaving.”

(3) For products containing Witch hazeI identified in § 34’7;i2( c). “Relieves
minor skin irritations due to: [select one or more of t,ha,followipg: 'insect bites,’
‘minor cuts,” or ’minor_sc;rapes’].’t [If more than oneconchtlonlsused, eachz
is preceded by a bullet.] e o
| (c) Warnings. The labeling of the prodUCt coutainsthefollowiug_warnings
under the heading “Warnings’”: | S

(1) “For external use only. Av01d contact with the eyes

(2) For products containing a]ummum acetate 1dent1f1ed in § 347. 12(a) or
witch hazel identified in § 347. 12[ c). “If COIldlthIl ‘worsens or symptoms per31st
for more than 7 days, discontinue use of the product and consult a’ [select
one of the following: physmlan or “doctor’ 1.”

(3) For products containing aluminum acetate 1dent1f1ed in § 347. 12{a]
used as a compress or wet dressing. “Do not cover compress or wet dre,331ng :
with plastic to prevent evaporation.” | »

(d) Directions. The labeling oftheproductcontamsthefollowmg -
information under the heading “DifectionS”: o ' -

(1) For products containing aluminum acetate identified in § 347.12(a)—

‘(i) For products used as a soak. ‘‘For use as a soak: Soak affected area in the

‘solution for 15 to 30 minutes. Discard solution after each use. Repeat 3 times
a day.”
(ii) For products used as a compress or wet dressmg “For use as a

compress or wet dressing: saturate a clean, soft whlte cloth (such as a dlaper
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or torn sheet) in the solutlon gently squeeze and apply loosely to the affected .

area. Saturate the cloth in the solutron every 15 to 30 mmutes and apply to

the affected area. Dlscard so]utron after each use, Repeat as often'as necessary

use as a styptw pencil. “Morsten t1p of pencrl W1th water and apply to the

affected area. Dry pencil after use.’

(3) For products contammg witch haze] 1dent1f16d in § 347. 12[0] “Apply

to the affected area as often as necessary.”

§347.60  Labeling of permitted combmatzons of actlve mgred|ents
The statement of 1dent1ty, indications, warmngs and drrectlons for use,
respectively, applicable to each 1ngred1ent in the product may be comblned
to eliminate duplicative words or phrases SO that the resultlng mformatron is
Clear and underStandable ; e R P T — ;
(a) Statement of identity. For a combination, drug product that has an

established name, the labeling of the product states the estabhshed name of

the combination drug product, followed by the statement of 1dent1ty for each
ingredient in the combination, as established in the statement fﬂtdentlty
‘sections of the applicable OTC drug monographs For a comblnatron drug

“product that does not have an established name, the labeling of the product

states the statement of identity for each ingredient 1nthe,.tc.91nbtnart;9n, as

established in the statement of identity sections of the applicable OTC drug
monographs. |

(b) Indications. The labeling of the product states, under the headmg

“Uses,” the 1nd1catlon(s) for each 1ngredrent in the comblnatron as, estabhshed L

in the indications sections of the applicable OTC drug monographs unless

otherwise stated in thrs paragraph (b). Other truthful and nonmrsleadrng

-statements, descnblng only the 1ndlcat10ns for use that have been estabhshed



in the appllcable OTC drug monographs or hsted in thrs paragraph (b) mayL

also be used, as prov1ded in §330. l(C)(Z) of this chapter sub]ect to the

provisions of section 502 of the Federal Food, Dr}gg, and Cosmetic Act (the

act) relating to rnisbranding and the prohibitien in section 301(d) of the act,w

against the introduction or dellvery for 1ntroduct10n 1nto interstate commerce =~

of unapproved new drugs in violation of section 505(a) of the act In addltlon :
to the required information identified in this paragraph (b), the labehng of the

product may contain any of the “other allowable statements” that are. 1dent1f1ed

in the apphcable monographs provrded such statements are nelther placed in
direct conjunction with 1nforrnat10n requlred to appear in the labehng nor )
occupy labeling space with greater "prommenceor ,,Q,on\splcuousness than the ,‘ |
required information. ‘

(1) Combinations of skin protectant and externa] ana]gesm active

‘ingredients in § 347.20(b). In addition to any or all of the 1ndlcat10ns for. skrn

protectant drug products in § 347 .50,(b)(1)7,ﬂ_any or all of theallo,wable
indicatiens for external analgesie drug preduets Zrnay l:‘)e used if theprOdukCt -
is laheled for CQ,nCurrent symptorns.‘ - | |

(2) Combinations of sk1n protectant and first aid antJSeptm active

mgredIents in§ 347. 20( c) In addltlon to any or all of the 1ndlcat10ns for skm . -

protectant drug products in § 347.50(b)(1) the requlred 1nd1cat‘10ns for,irrst ard_ R

antiseptic drug products should be used

(3) Comb1nat10ns of skin protectant and sunscreen act1ve ingredients i 1n

§ 347.20(d). In addition to any 'or'all of the 1nd~1gﬂat;gns_ﬂ ,fgrwslg;p@protectant drug l

products in § 347.50(b)(2)(i), the required indications for sunscreen drug

products should be used and any or all of the E,id_ditiOﬁaltindiCatiQntS for ST

sunscreen drug products may be used.
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(c) Warnings The labeling of the prOduct states, underthe heading
‘“Warnings, ’? the warnmg(s) for each 1ngred1ent in the combmatlon as
established in the warnmgs section of the apphcable OTC drug monographs :
unless otherwise stated in this paragraph (c).
identified in §§ 347.20(d) and/352-u20(b)- ,Th,ewwa?m,ngsfor ss‘unsrcreen ndng -
products in § 352.60(c) of this chapter are used. | - o

(2) [Reserved]

(d) Directions. The labeling of the product states, under the h_eading ‘

“Directions dlI‘eCthIlS that conform to the dlrectlons estabhsh

‘ingredient in the directions sections of the applicable OTC drug monographs

unless otherwise stated in this paragraph (d). When the trme mtervals or age '

limitations for administration of the individual 1ngred1ents dlffer the

directions for the combination product may not contain any dosage that
‘exceeds those established for any 1nd1v1dua1 mgredlent m the apphcable OTC k ,’
drug monograph(s) and may not prov1de for use by any age group lower than "

the highest minimum age hrmt established for any individual 1ngred1ent o

(1) For combmat]ons conta1n1ng a skin protectant and a sunscreen i
1dent1f1ed in §§347. 20( d) and 352. 20( b} The dlrectlons for sunscreen drug

products in § 352.60(d) of this chapter are used. o

(2) [Reservéd]

PART 352—SUNSCREEN DRUG PRODUCTS FOR OVER-THE

HUMAN USE

9. The authority citation for 21 CFR part 352 contmuesto TeadanOHOWS R

Authority: 21 U.S.C. 321, 351, 352, 353, 355, 360, 371.
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10. The stay of 21 CFR part 352 published at 66 FR 67485 Dec,emtber 31, |
2001, is lifted. e | et

11. Sectlon 352.20 is amended by addlng paragraph (b) to read as follows

§35220  Permitted combinations of active ingredients. '
(b) Combinations of sunscreen and skin protec’tantactii/e ingredients. Any
single sunscreen active 1ngred1ent or any permltted comblnatlon of sunscreen o

h* S A e

~active 1ngredlents when used in the Concentratlons establ'shed for

ingredient in § 352.10 may be combmed with one or more skln protectant

active 1ngredlents identified in § 347. 10(a) (d), (e) (g) (h) (1) (x), (l) (m) and

(r) of this chapter The Concentratlon of each sunscreen actlve 1ngredlent must

be sufficient to Contnbute a mlnlmum SPF of not less that 2"

product. The finished product must have a minimum SPF of notless thanthe

number of sunscreen active‘ingredients used in the CombinatiOn_m};ltiplied ,

by 2, and the product must be labeled accordmg to '§352.60.

12. Section 352.52 is amended by rev1smg the headlng in paragraphs (C)(Z) , | | ,’ -
and (d)(4) and by revising paragraphs (f)(1)(ii) and (f)(1)(vi) to read as follows: -
§352.52  Labeling of S”'d‘scr’eénf.drug bréd ucts.; AL S R T T |
% * x o

(c) * * *

(2) For products contammg any mgredJent 1dent1ﬁed in § 352 10 marketed“;,

asa lip protectant or lipstick. * * * fivis
| (d) * * %

(4) For products marketed as a lip pm‘tectant or lipstick. x * x

* * * * *

(f) *‘ * *
(1)*“‘* *
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(i1) The headmg and the mdlcatlon requlred by § 201 66(c)(4) of thrs -

chapter may be hmrted to: “Use [m bold typel helps protect agamst sunburn

For a lip protectant product, the heading and the mdlcatron requlred by o
§201.66(c)(4) may be limited to: “Use [1n bold type] helps protect agalnst
sunburn and chapped lips.” R b S

* * 'k * *

(v1) For a lip protectant product or hpstrck the warnlngs “Keep out of

eyes” in § 352.52(f)(1)(iv) and “Keep out of reach of chlldren in

§352.52(f)(1)(v) and the ,dlrectronsi 1,nﬁ§ 352.52(d) may be omitted.

* * * * *

13. Section 352.60 is amended by revising paragraphs (b)(2), (c), and (d)

to read as follows:

§352.60 La};gelj_ng of permitted comblnatlons ofk_aetiv,ef‘ingredien,ts,. ,

% * * * *

(b)* E

(2) For permltted comblnatlons contarmng a sunscreen and a skrn o

protectant 1dent1f1ed in §352. 20(b) any or all of the apphcable 1ndlcatlons for

sunscreens in §352. 52(b) and the mdlcatlon for skm protectants in

§ 347.50(b)(2)(i) of this chapter should be used For products marketed as a ;, Q k o

lip protectant the 1nd1cat10n in § 352. 52(f)(1)(11) should be u Y

(c) Warnings. The labehng of the product states under the headmg
“Warmngs,” the warning(s) for each 1ngred1ent 1n the combmatlon as o
established in the warnings sectron of the apphcable OTC drug monographs

except that the warmng for skm protectants in § 347 50(c)(3) of thlS chapter o

is not required for permitted comb1nat10ns contammg a sunscreen and a skmﬂ,_ o

protectant identified in § 352.20(b). For products marketed as,,amhp protectant' o
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or lipstick, §352. 52(ﬂ(1)(iii) (ﬂ( )(1v) (except “Keep out of eyes whioh ‘may‘
be omltted) and (ﬂ(l)(w) apply | | R e
(d) Directions. The labeling of the product states, under the head1ng

“dlrectlons » directions that conform to the dlrectlons estabhshed for ea ' h

ingredient in the directions sectlons of the apphcable OTC drug monographs

unless otherwise stated in this paragraph When the tlme 1ntervals or age

directions for the combination product may not contam any dosage that
exceeds those established for any 1nd1v1dual 1ngred1ent in the apphcable OTC
drug monograph(s) and may not provrde for use by any age group lower than ‘

the highest minimum age limit established for any individual 1ngred1ent For )

permitted combinations containing a sunscreen and a skm‘protectant 1dent1f1ed o

in §352.20(b), the directions for sunscreens in § 352.52(d) should be used. Yor

‘products marketed as a lip protectant or lipstick, § 352. 52(d)(4) apphes o
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'14. Part 352 is stayed until further notice. i -

Dated: ;&// /L/ bz

May 16, 2003.

| 4
Jeff#cy Shuren,

Assistant Commissioner for Policy.
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